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Dioeptides Which Promote Release of Growth Hormone 
This invention relates to dipeptide compounds which are growth 
hormone releasing peptide (GHRP) mimetics and are useful for the treatment 
and prevention of osteoporosis. 
5 Background of the Invention 

Growth hormone, which is secreted from the pituitary, stimulates growth 
of all tissues of the body that are capable of growing. In addition, growth 
hormone is known to have the following basic effects on the metabolic process 
of the body: 

10 1 . Increased rate of protein synthesis in all cells of the body; 

2. Decreased rate of carbohydrate utilization in cells of the body; 

3. Increased mobilization of free fatty acids and use of fatty acids for 
energy. 

A deficiency in growth hormone secretion can result in various medical 

15 disorders, such as dwarfism. 

It is now wfdeiy recognized that most human growth deficiencies are due 
to hypothalamic defects that impair the release of pituitary growth hormone and 
are not the result of a primary deficit in the production of growth hormone by the 
pituitary. As a result, the development of synthetic growth hormone-releasing 

20 agents and the use of drugs acting through established neurotransmitter 

systems in the brain to stimulate growth hormone release are being considered 
as alternatives to highly expensive growth hormone replacement therapy for 
the restoration of normal serum growth hormone levels. S.trobel and Thomas, 
Pharm. Rev. 4g, No. 1 , pg. 1-34 (1 994). 

25 Various ways are known to release growth hormone. For example, 

chemicals such as arginine, L-3,4-dihydroxyphenylalanine (L-DOPA), 
glucagon, vasopressin, and insulin induced hypoglycemia, as well as activities 
such as sleep and exercise, Indirectly cause growth hormone to be released 
from the pituitary by acting in some fashion on the hypothalamus perhaps 

30 either to decrease somatostatin secretion or to increase ttie secretion of the 
known secretagogue growth hormone releasing factor (GRF) or an unknown 
endogenous growth hormone-releasing hormone or all of these. 

In cases where increased levels of growth hormone were desired, the 
problem was generally solved by providing exogenous growth hormone or by 

35 administering an agent which stimulated growth hormone production and/or 
release. In either case the peptidyl nature of the compound necessitated that it 
be administered by injection. Initially the source of growth hormone was the 
extraction of the pituitary glands of cadavers. This resulted in a very expensive 
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product and carried with it the risk that a dis ase associated with the source of 
the pituitary gland could be transmitted to the recipient of the growth homione. 
Recently, recombinant growth hormone has become available which, while no 
longer carrying any risk of disease transmission, is still a very expensive 

5 product which must be given by injection or by a nasal spray. 

Other compounds have been developed which stimulate the release of 
endogenous growth homione such as analogous peptidyl compounds related 
to GRF or the peptides of U.S. Patent 4,41 1,890. These pepUdes, while 
considerably smaller than growth hormones are still susceptible to various 

10 proteases. As with most peptides, their potential for oral bioavailability is low. 
WO 94/13696 refers to certain spiropiperidines and homologs which 
promote release of growth hormone. Preferred compounds are of the general 
structure shown below. 



15 



20 



H H 




25 WO 94/1 1 012 refers to certain dipeptides that promote release of growth 

hormone. These dipeptides have the general structure 

RiS 

I 

30 «i„ (X)n 




35 



(L);;r(CH2)p-N-C — CH-N C N 

I I \ 

R^^ r6 R5 



Where L is 
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The compounds of WO 94/1 1012 and WO 94/13696 are reported to be 
useful in the treatment of osteoporosis in combination with parathyroid 
hormone or a bisphbsphonate. 

Summary of the Invention 
10 This invention provides a compound of the formula: 




wherein 

20 Z is -C0C*R"' r2ClCO/UMR^r5; 

L is Nr6, O or CH2; 

W is hydrogen or in combination with X is a benzo fusion in which W and 
X are linked to form a phenyl ring optionally substituted with one to three 
substituents independently selected from R^^, T-R^ and R^^; 
25 Y is hydrogen, Ci-Ce alkyi, C4-C10 cycioalkyi or aryl, each optionally 

substituted with one to three substituents selected from R^^, R^*^ and R^^; 
XisOR2 



30 R5g_ 



35 



•M — N — Aryl 



O 
II 

.0— C- 



>2b 
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or in combination with W is a benzofusion In which W and X are linked to fomri 
a phenyl ring optionally substituted with one to three substituents 
independently selected from R^^, -T-R^*^ and R^^; 
5 R^ is C1-C10 alkyi, aryl, aryl (Ci-Ce aikyi) and C3-C7 cycloalkyi (Ci-Ce 

aikyi) or C1-C5 alkyl-K-Ci-Cs alkyI, aryl (C0-C5 alkyl)-K-(Ci-C5 alkyI). 
(C3-C7) cycloalkyl(C-C5alkyl)-K-(Ci-C5 alkyI) where K is O, S(0)mt 
N(r2)C(0), C(0)N(r2), 0C(0), C(0)0. -Cr2=Cr2. or -CsC- where the aryl 
groups are defined below and R^ and the alkyI groups may be further 
10 substituted by 1-5 halogens, S(0)mR^^ 1 to 3 of OR^^ or C(0)OR^® and the 
aryl groups may be further substituted by phenyl, phenoxy, arylalkyloxy, 
halophenyl, 1 to 3 of C1-C6 alkyI, 1 to 3 of halogen, 1 to 2 of OR^, 
methylenedioxy. S(0)mR^, 1 to 2 of CF3. OCF3, nitro, N(r2)(r2), 
N(r2)C(0)(r2), C(0)Or2, C(0)N(r2)(r2), S02N(r2)(r2), N(r2)S02 aryl or 
15 N(r2)S02R^; 

R^^ IS hydrogen, Ci-Ce alkyI, C3-C7 cycloalkyi. and may be joined with 
r1 to form a C3-C8 ring optionally including oxygen, sulfur or NR^^ ; 

R^ is hydrogen, Ci-Ce alkyI, C3-C7 cycloalkyi; 

R^^ is hydrogen or Ci-Cs alkyI; 
20 R^*^ is hydrogen Ci-Cs alkyI, Ci-Ce halogenated alkyI, C3-C8 

cycloalkyi, alkylaryl or aryl; 

R3a js H, F, CI. Br, I, CH3. OCH3 or CF3; 

r12 is H, F, CI, Br, I, CH3, OCH3 or CF3; 

T is a bond or is phenyl or a 5 or 6-membered heterocycle containing 1 
25 to 3 hetero atoms selected from nitrogen, sulfur or oxygen, each optionally 
substituted with one to three substituents selected from F. CI, Br, I, CH3, OCH3, 
OCF3 and CF3; 

R3b Is hydrogen, CONR8r9, S02NR8r9, COOH, COO(Ci-C6)alkyl, 
NR2s02R9, NR2C0NR8r9, NR2S02NR8r9, NR2C(0)R9 imidazolyl. thiazolyl 
30 or tetrazolyl; 

R^ and R^ are independently hydrogen, Ci-Cs alkyI, substituted Ci-Ce 
alkyI where the substituents may be 1 to 5 halo. 1 to 3 hydroxy, 1 to 3 C1-C10 
alkanoyloxy, 1 to 3 Ci-Ce alkoxy, phenyl, phenoxy, 2-furyl, Ci-Ce 
alkoxycarbonyl, S(0)m{Ci-Ce alkyI); or R"* and R^ can be taken together to 
35 form -(CH2)rLa(CH2)s- where La is C(r2)2, O, S{0)m or N(R^), r and s are 
independently 1 to 3 and R^ is as defined above; 

R^ is hydrogen or Ci-Ce alkyI, and may be joined with r2c to form a C3- 
Cs ring; 
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r50 is 4-morphoIino, 4-(1-methylpipera2inyl), C3-C7 cydoalkyi or Ci- 
Ce alkyi each optionally substituted with one to three substituents individually 
selected fronn F, OH, OCH3. OCF3, CF3 and C3-C7 cydoalkyi; 

Mis -C(0)-or-S02-; 

is a bond, C1-C6 alkylene, C1-C6 haloalkylenyl or C1-C6 
hydroxyalkyienyl; 

A is a bond or is 

Z^(CH2)x— C-(CH2)y 

R7a 



where x and y are independently 0-3; 

15 is N-r2 or O; or is a bond; 

and R^^ are independently hydrogen, Ci-Ce alkyI, trifluoromethyl, 
phenyl, substituted Ci-Ce alkyl where the substituents are imidazoiyi, phenyl, 
indolyl, p-hydroxyphenyl, OR^, S(0)mR^. C(0)0r2, C3-C7 cydoalkyi, 
N(r2)(r2), C(0)N(r2)(r2); or r''' and R^^ can independently be joined to one 

20 or both of R^ and R^ groups to form alkylene bridges between the terminal 
nitrogen and the alkyl portion of the R^ and R^^ groups, wherein the bridge 
contains 1 to 5 carbon atoms; or R^ and R^a may be joined to form a 3- to 7- 
membered ring. 

r9 is hydrogen, Ci-Cs alkyl, phenyl, thiazolyl, imidazolyl, furyl or thienyl 
25 each optionally substituted with one to three substituents selected from CI, F, 
CH3, OCH3, OCF3 and CF3; 

r8 is hydrogen, C1-C6 alkyl, substituted Ci-Ce alkyl where the 
substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 alkanoyloxy, 1 to 
3 C1-C6 alkoxy, phenyl, phenoxy, Ci-Ce aikoxycarbonyl, S(0)m(Ci-C6 alkyl); 
30 or R8 and r9 can be taken together to form -(CH2)rLa(CH2)s- where La is 
C(R2)2, O, S(0)m or N(r2), r and s are independently 1 to 3. 

f1 , B, D and E are carbon, nitrogen, one of which is joined to and 
each of the remaining of F^ , B, D and E may be optionally substituted with R^a 
, R^^*^; or f1, B, D and E, if not joined to may also be sulfur, oxygen or 
35 carbonyl; F^ . B, D and E may form a saturated or unsaturated ring; and one of 
F"> , B. D or E may be optionally missing to afford a saturated or unsaturated 
five-membered ring; 
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R^a is H, Ci-Cfl alkyi optionally substituted with one to three halogens; 
or phenyl optionally substituted with one to three substituents independently 
selected from halogen, CH3, OCH3, OCF3, CF3 and Ci-Cs alkyI aryl; 

Rbb is C1-C8 alkyl. Ci-Ca alkoxy, Ci-Ce thioalkyi, each optionally 
5 substituted with one to three substituents independentiy selected from halogen, 
CH3, OCH3, OCF3, CF3; C3-C8 cycloalkyi; phenyl optionally substituted with 
one to ttiree substituents Independentiy selected from halo, CH3, OCH3, OCF3 
or CF3; -O-C1-C8 alkyI; or -S-Ci-Ca alkyl. 

G, , I and J are carbon, nitrogen, sulfur or oxygen atoms which form 
10 an aromatic ring, a partially saturated ring or a saturated ring; one of G, H** J or 
J may be optionally missing to afford a five-membered ring; 

aryl is phenyl, naphthyl or a 5- or 6- membered ring with 1 to 3 
heteroatoms selected from oxygen, sulfur and nitrogen; or a bicyciic ring 
system consisting of a 5 or 6 membered heterocyclic ring with 1 to 3 
15 heteroatoms of nitrogen, sulfur or oxygen, fused to a phenyl ring, each aryl ring 
being optionally and independentiy substituted with up to three substituents 
selected from R3a pSb and Rl2; 

m is 0 to 2; 

n is 0 to 2; 
20 q is 0 to 3; 

and pharmaceutically acceptable salts and individual diastereomers 
thereof. 

In one aspect, this invention provides a compound of Formula I wherein 
Z is -COCR1r2cnhCOANR4r5 

25 A is -CR7R7a(CH2)Y; Y is 0 to 3; 
and r2c is H or CH3; 
p7 is C1-C3 alkyl; 
R7a is HorCi-C3alkyl; 

r4 is hydrogen or Ci -C3 alkyl; or and R^a are combined to fomi an 
30 alkylene bridge; 

r5 is hydrogen or C1-C3 alkyl optionally substituted with one or two 
hydroxyl groups. 

In another aspect, this invention provides a compound of Formula I 
wherein 

35 R"' is selected from the group consisting of 1-indolyI-CH2-; 2Hndolyl- 

CH2-; 3-indolyl-CH2-; 1-naphthyl-CH2-; 2-naphthyl-CH2-; l-benzimidazolyl- 
CH2-; 2-ben2imidazolyl-CH2-; phenyl-(Ci-C4) alkyl-; 2-, 3- or 4-pyridyl-(Ci- 
C4) alkyl; thienyl-(Ci-C4) alkyl; phenyl-(CH2)n-0-CH2- where n is zero to 
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three; phenyl-CH20-phenyl-CH2-; and 3-ben2othlenyl-CH2-; or any of the 
above groups substituted in the aryl portion with one to three F, CI, CH3. 
OCH3. OCF3 or CF3 substituents. 

In another aspect, this invention provides a compound of Formula I 
5 wherein r1 is C6H5CH2OCH2-, 1-naphthyl-CH2-, 2-naphthyl-CH2-. 
phenylpropyl or 



10 




and the aryl portion of Is optionally substituted with fluorine, CH3 or CF3. 
15 In another aspect, this Invention provides a compound of Formula I 

which Is: 



Z 
I 




11 



wherein n is zero or one; m is one or two; 

R3a Is H, F, CI, Br, I, CH3, OCH3 or CF3; 

R12 is H. F, CI, Br. I, CH3, OCH3 or CF3: 
30 T is a bond or is an aryl group selected from phenyl, pyridyl. pyrimidyl, 

thienyl, pyrrolyl, pyrazoiyi, oxazolyl, isoxazolyl, imidazolyl, thiazolyl and 
tetrazolyl; each optionally substituted with one to three F, CH3, CI, Or8, OCH3, 
OCF3 or CF3; 

R3b is hydrogen, CONR8r9, S02NR8r9 COOH, COO(Ci-C6)alkyl. 
35 NHSO2R9. NHC(0)NR8r9, NHS02NR8r9, NHC(0)R9 NR8r9, imidazolyl. 
thiazolyl or tetrazolyl; 
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R9 is hydrogen, Ci-Ce alkyi, phenyl, thiazolyl, imidazolyl, furyl orthienyl 
each optionally substituted with one to three substituents selected from CI, F, 
CH3, OCH3, OCF3 and CF3; 

R8 is hydrogen, C1-C6 alkyI, C3-C7 cycloalkyi, substituted Ci-Ce alkyl 
5 where the substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 
alkanoyloxy, 1 to 3 C1-C6 alkoxy. phenyl, pheinoxy, Ci-Ce alkoxycarbonyl, 
S(0)2(Ci-C6 alkyl); or r8 and r9 can be taken together to form 
-(CH2)rLa(CH2)s- where La is C{R2)2. O, S(0)2 or N(r2), r and s are 
Independently 1 to 3. 

10 In another aspect, this invention provides a compound of Formula II 

wherein: 

m is one; 
R''2 is hydrogen; 
R3a is hydrogen, F or CI; 
15 T is phenyl, thienyl, thiazolyl, oxazoiyi, Isoxazolyl or pyrazolyl, each 

optionally substituted with one to three substituents, selected from F, OH. 
OCH3, OCF3. CF3 and CH3; 

R3b is hydrogen, C(0)NR8r9, NHC(0)NR8r9, NHS(0)2R9, NHC(0)R9: 
In another aspect, this invention provides a compound of Formula II 
20 wherein: 

m is one; 
T is a bond; 
n Is one; 

R3a and r12 are hydrogen. 
25 R3b is CONR8r9 S02NR8r9. cOOH. COO(Ci -C6)alkyl. NHS02R9 

NHS02NR8r9 NHC(0)NR8r9 NHC(0)R9 NR8r9 or 0R8; 

r9 is hydrogen, phenyl, or thienyl optionally substituted with one to three 
substituents selected from F. CH3. OCH3, OCF3 and CF3; or r9 is Ci-Ce alkyl 
optionally substituted with one to three substituents selected from F, OH, 
30 OCH3. OCF3 and CF3; or r8; 

R8 Is hydrogen, Ci-Ce alkyl, optionally substituted Ci-Ce alkyl or C3- 
C7 cycloalkyi where the substituents may be 1 to 5 halo orl to 3 hydroxy; or r8 
and R9 can be taken together to form -(CH2)rLa(CH2)s- wherein La is C(R2)2, 
O, S{0)m or N(R2) where r and s are independently 1 to 3. 
35 In another aspect, this Invention provides a compound of Formula I 

n is one; 

m is one; 

W is hydrogen; 
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Y is hydrogen or methyl; 

I 

XisR^^^ M — N Afvl : 

5 M is -C(0)- ; 

r50 is 4-morpholino, 4-(1-methylpiperazinyl), C3-C7 cycloalkyi or Ci- 
C6 alkyi each optionally substituted with one to three substituents individually 
selected from F, OH, OCH3, OCF3 and CF3; 

Ar is phenyl, pyridyl, thienyl, pyrimidyi or thiazolyl, each optionally 
10 substituted with one to three substituents individually selected from F, CI, CH3, 
OCH3, OCF3 and CF3. 

In another aspect, this invention provides a compound of Formula I 
wherein 

n and m are one; 

15 Y is phenyl, pyridyl, pyrimidyi, thienyl, or thiazolyl. each optionally 

substituted with one to three substituents independently selected from F, CI, 
CH3. OCH3, OCF3 and CF3; 
X is -C(0)-NR8r9; 

r9 is hydrogen, Ci-Ce alkyI, phenyl, thiazolyl. imidazolyl, furyl or thienyl 
20 each optionally substituted with one to three substituents selected from CI, F, 
CH3, OCH3, OCF3 and CF3; 

rS is hydrogen, Ci-Ce alkyI, substituted C1-C6 alkyI where the 
substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 alkanoyloxy, 1 to 
3 C1-C6 alkoxy. phenyl, phenoxy, Ci-Ce alkoxycarbonyl, S(0)m(Ci-C6 alkyI); 
25 or r8 and r9 can be taken together to form -(CH2)rLa(CH2)s- where La is 
C(R2)2, O, S(0)m or N(R^), r and s are independentiy 1 to 3. 

In another aspect, this invention provides a compound of Formula I 
wherein 

2 is -C0CR1 r2cnhCOANR4r5 
30 A is -CR7R7a(CH2)Y; Y is 0 to 3; 
and r2c is H or CH3; 

r7 is C1-C3 alkyI; 

R7a is H or Ci -C3 alkyI; 

r4 is hydrogen or CvC3 alkyi; or R^ and R^^ are combined to form an 
# 

35 alkylene bridge; 

r5 is hydrogen or C1-C3 alky! optionally substituted witii one or two 

hydroxy I groups; 
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R*' is selected from the group consisting of 1-indolyf-CH2-; 2-indolyl- 
CH2-; 3-indolyl-CH2S l-naphthyl-CHas 2-naphthyl-CH2-; l-benzimidazolyl- 
CH2-; 2-ben2imidazolyl-CH2-; phenyl-Ci-C4 alkyi-; 2-, 3- or 4-pyridyl-Ci-C4 
alkyi; thienyl-Ci-C4 alkyI; phenyl-(CH2)n-0-CH2- where n is zero to three; 
phenyl-CH20-phenyl-CH2-; and 3-benzothienyl-CH2-; or any of the above 
groups substituted in the aryl portion with one to three F, CI, CH3, OCH3, OCF3 
or CF3 substituents; 

Y is hydrogen and X is: 



Rl2 ^ R3b ^ 



wherein n and m are one and A1 is a bond, or X is: 



20 



25 



30 




or 




>aa 





wherein R^a js hydrogen, F, CI, CH3, OCH3, OCF3 or CF3; 
R12 Is hydrogen. F, CI. CH3. OCH3, OCF3 orCF3; 
35 R^^ is hydrogen, Ci-Cs alkyi optionally substituted with one to three 

halogens; or phenyl optionally substituted with one to three substituents 
independently selected from halogen, CH3, OCH3, OCF3, CF3 and Ci-Cs 
alkyi aryl; 
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Rbb is hydrogen, Ci-Cs alkyi, optionally substituted with one to three 
substituents Independently selected from halogen, CH3, OCH3, OCF3, CF3; 
C3-C8 cycloalkyi; phenyl optionally substituted with one to three substituents 
Independently selected from halo, CH3, OCH3, OCF3 or CF3; -O-C1 -Cs alkyI; 
5 or-S-Ci-C8 alkyl. 

In a preferred aspect this invention provides a compound of Formula I 
wherein Z is 

10 T CH. lA 



.a 



'3 



"CO NHCO-C — NHc 



15 or 




20 



wherein each n Is Independently zero or one; 

Rl is 1-naphthyl CH2-t 2-naphthyl CH2, phenyl CH2CH2CH2- 



25 




30 or .CH2OCH2C6H5. 

Preferred compounds of Formula I are: 

(R)-2.Amino-N-{2.(1H-indol-3-yl)-1-[6-{toluene-4-sulfonylamino)-3,4- 
dihydro-1H-isoquinoline-2-carbonyl]-ethyl}-isobutyramide hydrochloride; 

(R)-2-[2-(2-Amino-2-methyl-propionylamino)-3-{1H-indol-3-yl)- 
35 propiony!]-1,2,3,4-tetrahydro-isoquinoline-5-carboxylic acid ethylamide 
hydrochloride; 
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(R)-2-[2-(2-Amino-2-methyl-propionylamino)-3-(1H-lndol-3-yl)- 
propionyl]-1 .2,3,4-tetrahydro-isoquinoline-6-carboxylic acid phenylamide 
hydrochloride; 

(R)-2-Amino-N-(2-(1H-indol-3-yl)-1-{6-[2-(3-methyl-ureido)-phenylI-3,4- 
5 dihydro-1 H-isoquinoIine-2-carbonyl}-ethyl)-isobutyramide hydrochloride; 

(R)-2-Am{no-N-{2-(1H-indol-3-yl)-1-[7-(toIuene-4-sulfonylamino)-3,4- 
dlhydro-1H-lsoqulnoline-2-carbonyl]-ethyl}-lsobutyramide; 

(R)-N-{2-[2-(2-Amino-2-methyl-propionylamino)-3-{1 H-lndol-3-yl)- 
propionyl]-1,2,3,4-tetrahydro-isoquinolln-7-yl}-ben2amide; 
1 0 (R)-2-Amlno-N-{1 -ben2yloxymethyl-2-oxo-2-[7-(toluene-4- 

sulfpnylamino)-3,4-dlhydro-1H-lsoquinolin-2-yll-ethyl)-lsobutyramide; 

2-Amino-N-{1-(R)-ben2yloxymethyl-2-oxo-2-[4-(phenyl-proplonyl- 
amino)-piperidln-1 -yl]-ethyl}-lsobutyramlde hydrochloride; 

(R)-N-[1 -[4-(Acetyl-phenyl-amino)-piperidine-1 -caibonyl]-2-(1 H-indol-3- 
15 yl)-ethyl]-2-amino-lsobutyramide; 

(R)-2-Amino-N-{1-<1H-indol-3-ylmethyl)-2-[4-(morphollne-4-carbonyl)-4- 
phenyl-plperldin-1-yl]-2-oxo-ethyl}-isobutyramlde hydrochloride; 

2-Amino-N-{ 1 -(R)-benzyloxymethyl-2-oxo-2-[4-(2-oxo-2,3-dihydro- 
benzolmidazol-1-yl)-piperidin-1-yl]-ethyl)-; 
20 2-Amino-N-{1 -(R)-(1 H-lndol-3-ylmethyl)-2-oxo-2-[4-(2-oxo-2,3-dihydro- 

benzoimldazol-1 -yl)-plperidin-1 -yl]-ethyl}-isobutyramide; 

(R)-2-Amlno-N-{2-(1H-indol-3-yl)-1-[7-(toluene-4-suIfonylamino)-3,4- 
dihydro-1H-isoqulnoline-2-carbonyl]-ethyl}-isobutyramide; 

2-Amino-N-{1 -(1 H-indol-3-ylmethyl)-2-[4-(1 H-indol-3-yl)-piperldin-1 -yl]- 
25 2-oxo-ethyl}-isobutyramlde hydrochloride; 

(R)-2-Amino-N-{1-(1H-lndol-3-ylmethyl)-2-[4-(2-methyl-benzoimida2ol-1- 
yl)-plperidln-1 -yl]-2-oxo-ethyl}-isobutyramide hydrochloride; 

(R)-2-Amino-N-{1-(1H-lndol-3-ylmethyl)-2-oxo-2-[4-(2-phenyI- 
benzoimida20l-1-yl)-plperidin-1-yl]-ethyl}-isobutyramide hydrochloride; 
30 (R)-2-Amino-N-[2-I4-(6-fluoro-benzo[d]isoxazol-3-yl)-piperidin-1.yl]-'1- 
(1 H-lndol-3-ylmethyl)-2-oxo-ethyl]-isobutyramide hydrochloride: 

(R)-2-Amino-N-{ 1 -(1 H-indol-3-ylmethyl)-2-oxo-2-[4-{2-oxo-1 ,2-dihydro- 
imidazo[4,5-b]pyridin-3-yl)-piperidin-1-yl]-ethylHsobutyramide hydrochloride; 
(R)-2-Amino-N-I2-(4-(5-chloro-2-oxo-2,3-dlhydro-benzoimidazol-1-yl)- 
35 piperidln-1-yl]-1-(1H-indol-3-ylmethyl)-2-oxo-ethyl]-lsobutyramide 

(R)-2-Amlno-N-{1-ben2o[bIthiophen-3-ylmethyl-2-oxo-2-[4-(2-oxo-2,3- 
dihydro-ben2olmidazol-1-yl)-piperidln-1-yl]-ethyl}-isobutyramide hydrochloride; 
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2-Amino-N-{1 -(R)-ben2yloxymethyl-2-[4-(morpholine-4-carbonyl)-4- 

phenyl-piperidin-1-yl]-2-oxo-ethyl}-isobutyramide; 

(R)-Plperidine-4-carboxyllc acid {1-naphthalen-2-ylmethyl-2-oxo-2-[5- 

(toluene-4-sulfonylamino)-1,3-dihydro-lsoindol-2-yl]-ethyl}-amide 
5 hydrochloride; 

2-Aniino-N-{1-(R)-benzyloxymethyl-2-[4-(morpho(ine-4-carbonyl)-4- 
phenyl-piperidln-1 -yl]-2-oxo-ethyl}-isobutyramide; 

(R)-2-Amino-N-{1 -(1 H-indol-3-yfmethyl)-2-oxo-2-[4-phenyl-4- 
(pyrrolidine-1 -carbonyl)-plperidin-1 -yQ-elhyl)-isobutyramlde hydrochloride: 
10 (R)-1-[2-(2-Amino-2-methyI-propionylamino)-3-(1 H-indol-3-yl)- 

proplonyl]-4-phenyl-plperidine-4-carboxylic acid (4-hydroxy-butyl)-amide 
hydrochloride; 

2-Amino-N-{1 -(5-f luoro- 1 H-indol-3-ylmethyl)-2-oxo-2-[4-(2-oxo-2,3- 
dihydro-benzoimidazol-1-yl)-piperidln-1-yl]-ethyl)-isobutyramlde hydrochloride; 
15 2-Amino-N-{1 -(1-methyl-1 H-lndol-3-ylmethyl)-2-oxo-2-[4-(2-oxo-2,3- 

dihydro-ben2olmida20l-1-yl).piperidin-1-yl]-ethyl}-isobutyramlde hydrochloride; 

(R)-Piperidine-4-carboxylic acid {1 -naphthalen-2-ylmethyl-2-oxo-2-[4-(2- 
phenyl-benzoimldazol-l -yl)-piperidin-1 -yl]-ethyl}-amide hydrochloride; 
(R)-3-Amino-N-{1 -(1 H-lndol-3-ylmelhyl)-2-oxo-2-[4-(2-phenyl- 
20 benzolmldazoi-l -yl)-piperidin-1 -yl]-ethyl}-3-methyl-butyramide hydrochloride; 
and 

(R)-Piperidine-4-carboxylic acid {2-[4-(3-methyl-2-oxo-2,3-dihydro- 
benzoimldazol- 1 -yl)-piperidin- 1 -ylj- 1 -naphthalen-2-ylmethyl-2-oxo-ethy I}- 
amide hydrochloride 
25 This Invention also provides: 

a method for increasing levels of endogenous growth hormone in a 
human or an animal which comprises administering to such human or animal 
an effective amount of a compound of Formula I; 

a composition useful for increasing the endogenous production or 
30 release of growth hormone in a human or an animal which comprises an inert 
earner and an effective amount of a compound of Formula I; 

a composition useful for increasing the endogenous production or 
release of growth hormone in a human or an animal which comprises an inert 
carrier and an effective amount of a compound of Formula I used in 
35 combination with other growth hormone secretagogues such as, GHRP-6, 
Hexorelan. GHRP-1, growth hormone releasing factor (GRF) or one of its 
analogs or IGF-1 or IGF-2, or B-HT920; and 
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a method for the treatment of osteoporosis which comprises 
administering to a patient with osteoporosis a combination of a 
bisphosphonate compound such as alendronate, and a compound of Formula 
I. 

5 This invention further provides a method for treating or preventing 

diseases or conditions which may be treated or prevented by growth hormone 
which comprises administering to a mammal in need of such treatment or 
prevention an amount of a compound of Formula I which is effective in 
promoting release of said growth hormone. 

10 In another aspect this invention provides compositions and methods 

which are useful for treating obesity, fraility associated with old age, and 
cachexia associated with AIDS and cancer. 

The instant compounds are highly substituted dipeptide analogs for 
promoting the release of growth hormone which are stable under various 

15 physiological conditions which may be administered parenterally, nasally or by 
the oral route. 

Detailed Description of the Invention 
One of ordinary skill will recognize that certain substituents listed in this 
invention will be chemically incompatible with one another or with the 
20 heteroatoms in the compounds, and will avoid these incompatbilites in 
selecting compounds of this invention. 

In general the compounds of Formula I can be made by processes 
which include processes known in the chemical arts for the production of 
structurally analogous compounds. Certain processes for the manufacture of 
25 Formula I compounds are provided as further features of the invention and are 
illustrated by the following reaction schemes. 

In the above structural formulae and throughout the instant specification, 
the following terms have the indicated meanings: 

The aikyi groups specified above are intended to include those alkyi 
30 groups of the designated length in either a straight or branched configuration 
which may optionally contain double or triple bonds. Exemplary of such alky! 
groups are methyl, ethyl, propyl, isopropyl. butyl, sec-butyl, tertiary butyl, pentyl. 
isopentyl, hexyl, isohexyl, allyl, ethinyl, propenyl, butadienyl, hexenyl and the 
like. 

35 The alkoxy groups specified above are intended to include those alkoxy 

groups of the designated length in either a straight or branched configuration 
which may optionally contain double or triple bonds. Exemplary of such alkoxy 
groups are methoxy, ethoxy, propoxy. isopropoxy. butoxy, isobutoxy, tertiary 
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butoxy, pentoxy, isopentoxy, hexoxy, isohexoxy, allyloxy, 2-propinyloxy, 
isobutenyloxy, hexenyloxy and the like. 

The term "halogen" or "halo" is intended to include the halogen atoms 
fluorine, chlorine, bromine and iodine* 

5 The term "aryl' is intended to include phenyl and naphthyi and aromatic 

5- and 6-membered rings with 1 to 3 heteroatoms or fused 5- or 6-membered 
bicyclic rings with 1 to 3 heteroatoms of nitrogen, sulfur or oxygea Examples 
of such heterocyclic aromatic rings are pyridine, thiophene, furan, 
benzothiophene, tetrazole. Indole, N-methylindole, dihydroindole, indazole, N- 

10 formyltndole, benzimidazoie, thiazole, pyrimidine, and thiadiazole. 

Certain of the above defined ternis may occur more than once in the 
above formula and upon such occurrence each term shall be defined 
independently of the other. 

Throughout the instant application the following abbreviations are used 

15 with the following meanings: 
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10 



15 



20 



25 



BOC 
BOP 



CBZ 
GDI 

CH2CI2 

CHCI3 

DCC 

DMF 

EDO 

EtOAc 

FMOC 

Hex 

HOBT 

HPLC 

MHz 

MS 

NMR 

PTH 

TFA 

THF 

TLC 

TRH 



t-butyloxycarbonyl 
Benzotriazol- 1 -yloxy 
tris(dimethyianiino) phosphonium 
hexafluorophosphate 
Benzyloxycarbonyl 
N,N'-Carbonyldilmidazole 
Methylene chloride 
Chloroform 

Dicyclohexylcarbodiimide 

DImethylformamide 

1 -(3-dlmethylaminopropyl)-3- 

ethylcarbodiimide hydrochloride 

Ethyl acetate 

9-Fluoreriylmethoxycarbonyl 
Hexane 

Hydroxybenzotriazole hydrate 

High pressure liquid chromatography 

Megahertz 

Mass Spectrum 

Nuclear Magnetic Resonance 

Parathyroid hormone 

Trifluoroacetic acid 

Tetrahydrofuran 

Thin layer chromatography 

Thyrotropin releasing hormone 



The compounds of the instant invention all have at least one asymmetric 
center as noted by the asterisk In the structural Formula I, group Z above. 
Additional asymmetric centers may be present on the molecule depending 

30 upon the nature of the various substituents on the molecule. Each such 
asymmetric center will produce two optical isomers and it is intended that all 
such optical isomers, as separated, pure or partially purified optical isomers, 
racemic mixtures or diastereomeric mixtures thereof, be included within the 
ambit of the instant Invention. In the case of the asymmetric center represented 

35 by the asterisk, it has been found that the absolute stereochemistry of the more 
active and thus more preferred isomer is shown in Formula lA. This preferred 
absolute configuration also applies to Formula I. With the R2 substituent as 
hydrogen, the spatial configuration of the asymmetric center corresponds to 
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Itet in a D-amino add. In most cases (his Is also designated an R- 
conflgu^„on s>m^ ws wlll va,y acco«.ing ,o me vLes of Brand R2 used 
.n making B- or S-stereochemical assignments. 

'^''*'"^'«»"PO"™'s are generally isolated In the fomi of their 
u^nr"^'"^" » «alts derived from 

n-tric sflfunc, phosphoric, fomiic, acetic. trifluonMceHc, propionic mal^c 
succnic, malonic. methane sulfonic and the like. In addL ce^ 
compounds containing an acidic functton such as a cart»xy can be Isolated in 
10 the fom, of »,e,r i«,rganic salt in which the counterion can^ sele<^Jrfl^m 

The growth homione releasing compounds of Fomiula I are useful in 
15 T, f ""^—S how growth hormone secL^Ts 

IS regulated at the pituitary level. This includes use In the svaluaBon of Zv 
factors thought or known ,0 influence growth hormone secretton j^ch Taoe 
sex. „uw,onal factors, glucose, amino acids, fatty adds, as w^r^ "no s^ 
non..as«ng states. In addl«on. me compounds of this Invention ^nbH^ 

a^ ho '"'T- " "'"''^ "^""^-^ «»™<osla«n Inhibits 

sZTas^oT™ T"^- """^^^ need o 

su,dy as to lhe.r effect on growth homione release include the gonadal 
honnones. e.g.. testosterone, estradiol, and progesterone; the adrenal 

25 TT^' !'^ ' ^"^ ""^^ aPlnePhrine and norepinephrine- 

25 the pancreatc and gastrointestinal homKmes. e.g., Insulin, glucagon gCn 

ZoWho H-oWnlnrandT 
%ro,d hormones, e.g.. thyroxine and triiodothyronine. The compounds of 
Fomuila I can also be employed to Investigate the possible negaL or positive 

30 endorph„pep„des. on the pltulta-y to modify growth hom«,e release Of 
subcelluter mechanisms mediating the release of growth homione 
m,„ J , '"^'^•^ °' Fo^^la I can be administered to animals, indudlng 
35 ™":*°;='7^9~«''''»™ona '"-c. For example, the compounds can be 
35 adn, ered ,0 commerdally important animals such as swine, cattle, sheep 
and the ke to accelerate and Increase their rate and extent of growth to 

addiuon, these compounds can be administered to humans in vimss a 
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diagnostic tool to direcUy determine whether the pituitary Is capable of 
releasing growth hormone. For example, the compounds of Formula I can be 
administered in vivo to children. Serum samples taken before and after such 
administration can be assayed for growth hormone. Comparison of the 
5 amounts of growth homione in each of these samples would be a means for 

directly detemnlning the ability of the patient's pituitary to release growth 

hormone. 

Accordingly, the present Invention includes within Its scope 
pharmaceutical compositions comprising, as an active ingredient, at least one 

10 of ttie compounds of Formula I in association with a phannaceutical by 
acceptable carrier. Optionally, the active ingredient of the pharmaceutical 
compositions can comprise an anabolic agent in addition to at least one of the 
compounds of Fomiula I or anotiier composition which exhibits a different 
activity. e.g.. an antibiotic growth pemiittant or an agent to treat osteoporosis or 

15 in combination with a corticosteroid to minimize ttie catabolic side effects or 
With other phamiaceutically active materials wherein ttie combination 
enhances efficacy and minimizes side effects. 

Growth promoting and anabolic agents include, but are not limited to, 
TRH. PTH, diethylstilbesterol, estrogens, 8-agonists. ttieophylline, anabolic' 

20 steroids, enkephalins, E series prostaglandins, compounds disclosed in U.S. 
Patent No. 3,239,345, e.g., zeranol, and compounds disclosed In U.S. Patent 
No. 4,036.979, e.g.. sulbenox or peptides disclosed in U.S Patent No 
4.411,890. 

A still further use of tiie growth hormone secretagogues of this invention 
25 IS In combination witii other growth hormone secretagogues such as ttie 
growth homione releasing peptides GHRP-6, GHRP-1 as described in U.S. 
Patent Nos. 4.41 1 ,890 and publications WO 89/071 10. WO 89/071 1 1 and B- 
HT920 as well as hexarelin and the newly discovered GHRP-2 as described In 
WO 93/04081 or growtti honnone releasing homione (GHRH. also designated 
30 GRF) and Its analogs or growth hormone and its analogs or somatomedins 
including IGF-1 and IGF-2 or ^-adrenergic agonists such as clonidlne or 
serotonin 5HTID agonists such as sumitriptan or agents which inhibit 
somatostatin or its release such as physostigmine and pyridostigmine. 

As is well known to those skilled in the art. ttie known and potential uses 
35 of growth homione are varied and multitudinous. See "Human Growth 

Hormone". Strobe! and Thomas, Pharmacological Reviews 46. pg. 1-34 (1994) 
which describes possible use of growth honmone. Thus, tiie administration of 
the compounds of this invention for purposes of stimulating the release of 
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endogenous growth hormone can have the same effecte or uses as growth 
hormone itself. These varied uses of growth hormone may be summarized as 
follows: stimulating growth hormone release in elderiy humans; treating 
growth hormone deficient adults; prevention of catabolic side effects of 

5 glucocorticoids, treatment of osteoporosis, stimulation of the immune system, 
acceleration of wound healing, accelerating bone fracture repair, treatment of 
growth retardation, treating acute or chronic renal failure or insufficiency, 
treatment of physiological short stature, including growth hormone deficient 
children, treating short stature associated with chronic illness, treatment of 

10 obesity, treating growth retardation associated with Prader-Willi syndrome and 
Turner's syndrome; accelerating the recovery and reducing hospitalization of 
burn patients or following major surgery such as gastrointestinal surgery; 
treatment of intrauterine growth retardation, skeletal dysplasia, 
hypercortisonism and Cushings syndrome; replacement of growth hormone in 

15 stressed patients; treatment of osteochondrodysplasias, Noonans syndrome, 
sleep disorders, Alzheimer's disease, delayed wound healing, and 
psychosocial deprivation; treatment of pulmonary dysfunction and ventilator 
dependency; attenuation of protein catabolic response after a major operation; 
treating malabsorption syndromes, reducing cachexia and protein loss due to 

20 chronic illness such as cancer or AIDS; accelerating weight gain and protein 
accretion in patients on TPN (total parenteral nutrition); treatment of 
hyperinsulinemia including nesidioblastosis; adjuvant treatment for ovulation 
induction and to prevent and treat gastric and duodenal ulcers; to stimulate 
thymic development and prevent for age-related decline of tiiymic function; 

25 adjunctive therapy for patients on chronic hemodialysis; treatment of 

immunosuppressed patients and to enhance antibocfy response following 
vaccination; improvement in muscle strength, mobility, maintenance of skin 
thickness, metabolic homeostasis, renal hemeostasis in the frail elderiy; 
stimulation of osteoblasts, bone remodeling, and cartilage growth; treatment of 

30 neurological diseases such as peripheral and drug induced neuropathy, 

Guilllan-Barre Syndrome, amyotrophic lateral sclerosis, multiple sclerosis, 

cerebrovascular accidents and demyelinating diseases; stimulation of the 

immune system in companion animals and treatment of disorders of aging in 

companion animals; growth promotant in livestock; and stimulation of wool 
# 

35 growth in sheep. 

It will be known to those skilled in the art that tiiere are numerous 
compounds now being used in an effort to treat the diseases or therapeutic 
indications enumerated above. Combinations of these therapeutic agents 
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some of which have also been mentioned above with the growth prcnnotant, 
anabolic and desirable properties of these various therapeutic agents. In these 
connbinations, the therapeutic agents and the growth hormone secretagogues 
of this invention may be independently present in dose ranges from one one- 
5 hundredth to one times the dose levels which are effective when these 
compounds and secretagogues are used singly. 

Combined therapy to inhibit bone resorption, prevent osteoporosis and 
enhance the healing of bone fractures can be illustrated by combinations of 
bisphosphonates and the growth hormone secretagogues of this invention. 
10 Yhe use of bisphosphonates for these utilities has been reviewed, for example, 
by Hamdy, N.A.T., Role of Bisphosphonates in Metabolic Bone Diseases. 
Trends in Endocrinol. Metab., 1993 . 4, 19-25. Bisphosphonates with these 
utilities include alendronate, tiludronate, dimethyl - APD, risedronate, 
etidronate, YM-175, clodronate, pamidronate, and BM-210995. According to 
15 their potency, oral daily dosage levels of the bisphosphonate of between 0.1 
mg and 5 g and daily dosage levels of the growth horrrx^ne secretagogues of 
this invention of between 0,01 mg/kg to 20 mg/kg of body weight are 
administered to patients to obtain effective treatment of osteoporosis. 

Compounds that have the ability to stimulate GH secretion from cultured 
20 rat pituitary cells are identified using the following protocol. This test is also 
useful for comparison to standards to determine dosage levels. Cells are 
isolated from anterior pituitaries of 6-week old male Wistar rats following 
decapitation. Tissues are finely minced, then subjected to mechanical and 
enzymatic dispersion using 10 U/mL bacterial protease (EC 3.4.24.4, Sigma P- 
25 6141) in Hank's balanced salt solution without calcium or magnesium. The cell 
suspension is plated at 5x1 0^ cells per square cm in 24-well Costar dishes 
and cultured for 3 days in Dulbecco's Modified Eagles Medium (D-MEM) 
supplemented with 4.5 g/L glucose, 1 0% horse serum, 2.5% fetal bovine 
serum, non-essential amino acids, 1 00 U/mL nystatin and 50 mg/mL 
30 gentamycin sulfate. 

Just prior to beginning the assay, culture wells are rinsed twice, then 
equilibrated for 30 minutes in release medium (D-MEM buffered with 25 mM 
Hepes, pH 7.4 and containing 0.5% bovine serum albumin at 37°C. Test 
compounds are dissolved in DMSO, then diluted into pre-warmed release 
35 medium. The assay is initiated by adding 1 mL of release medium (with test 
compounds) to each culture well. Incubation is carried out at 37°C for 15 
minutes, then terminated by removal of the culture medium, which is 
centrifuged at 2000 x g for 15 minutes to remove cellular material before being 
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assayed for rat growth hormone by a radioimmunoassay procedure using 
reagents provided by A.F. Parlow (Harbor-UCLA Medical Center, Torrance. 
CA). Active compounds typically stimulate growth hormone release by 3-4 fold. 
Nonpeptidyl GH secretogogues are shown to mimic growth homione 
5 releasing peptides based on one or more of the following criteria: synergistic 
stimulation of GH release when added together with GHRH. inability to further 
increase GH secretion by GHRP-6, sensitivity to protein kinase C inhibitors, 
and selective stimulation of biphasic calcium flux in GH-containing cells. 

The compounds of this invention can be administered by oral, parenteral 
10 (e.g., intramuscular, intraperitoneal. Intravenous or subcutaneous injection, or 
implant), nasal, vaginal, rectal, sublingual, or topical routes of administration 
and can be formulated with phanmaceutically acceptable earners to provide 
dosage forms appropriate for each route of administration. 

Solid dosage forms for oral administration include capsules, tablets, 
15 pills, powders and granules. In such solid dosage forms, the active compound 
IS admixed with at least one inert pharmaceutically acceptable carrier such as 
sucrose, lactose, or starch. Such dosage forms can also comprise, as is 
nomnal practice, additional substances other than such Inert diluents, e.g.. 
lubricating agents such as magnesium stearate. In the case of capsules. 
20 tablets and pills, the dosage forms may also comprise buffering agents. 
Tablets and pills can additionally be prepared with enteric coatings* 

Liquid dosage forms for oral administration include pharmaceutically 
acceptable emulsions, solutions, suspensions, syrups, the elixirs containing 
inert diluents commonly used in the art, such as water. Besides such inert 
25 diluents, compositions can also include adjuvants, such as wetting agents, 
emulsifying and suspending agents, and sweetening, flavoring and perfuming 
agents. 

Preparations according to this invention for parenteral administration 
include sterile aqueous or non-aqueous solutions, suspensions, or emulsions. 

30 Examples of non-aqueous solvents or vehicles are propylene glycol, 

polyethylene glycol, vegetable oils, such as olive oil and com oil, gelatin, and 
injectable organic esters such as ethyl oleate. Such dosage forms may also 
contain adjuvants such as preserving, wetting, emulsifying, and dispersing 
agents. They may be sterilized by, for example, filtration through a bacteria- 

35 retaining filter, by incorporating sterilizing agents into the compositions, by 
irradiating the compositions, or by heating the compositions. They can also be 
manufactured in the form of sterile solid compositions which can be dissolved 
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in sterile water, or some other sterile injectable medium immediately before 
use. 

Compositions for rectal or vaginal administration are preferably 
suppositories which may contain, in addition to the active substance, excipients 
5 such as coca butter or a suppository wax. 

Compositions for nasal or sublingual administration are also prepared 
with standard excipients well known in the art. 

The dosage of active ingredient in the compositions of this Invention 
may be varied; however, it is necessary that the amount of the active ingredient 
10 be such that a suitable dosage form is obtained. The selected dosage 
depends upon the desired therapeutic effect on the route of administration, 
and on the duration of the treatment. Generally, dosage levels of between 
0.0001 to 100 mg/kg of body weight daily are administered to patients and 
animals, e.g.. mammals, to obtain effective release of growth hormone. 
15 A preferred dosage range is 0.01 to 5.0 mg/kg of body weight daily. 

The following structures prepared in ttie Examples indicated exemplify 
the nomenclature used in this document: 

(R)-2.f2W2-Amino-2-methyNpropionylaminol-3-n HHndol-3-vn-proDionvn- 
20 1.2.3.4-tetrahydro-isoquinoline-6-carboxylic acid ethylamide hydrochloride 
Example 26 



25 
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(R)-Piperidine-4-carb oxvlic acid f 1 -n an htha^en-p.vlmQthv^2-nyn-9.^5-ftoltJfinP- 
4-su|fonvlamino^-1.3-d^h vdro-iso^•^rin(.2-y^-ethY^}-q mirio 
ExampI 83 




fR)-N-f1-f4-fAcetVl-Phenvl-aminQ>-niperirii n e-1-f;arhnnyn-2-nH-inrinl-'^.Yl). 

ethvn-2-amjno-isobijtvramirifi 

15 Example 34 



20 




25 (R)-2-Amino-N-(1-nH-tndol-3-vlmethv n-2-oxQ-2-fA-Dhenvi-4-rnYrrolidina-l- 

carbonvn-Piperidin-1-y n-ethvtVisnhutvramirifl 

Example 46 



30 




35 
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2-Amino-N-(1 -(R)-benzyloxvm thvl-2-oxo-2-r4-/2-oxo2-3-dihydro- 
benzoimidazol-1-ylVpiperidin'1-yl]-ethyll-isobutyramide 
Example 1 



10 



o 



I 



K A 



I I 



15 



H 



rRW2-Amino-N-r2-nH-indol-3-vn-1-f6-f2-f3-methvl-ureidol-phenvn-3.4- 
dihydro-1H-isoquinoline-2-carbonyl}-ethyn-isobutyramide 
Example 29 



20 



25 




NH 



NH, 
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fR)-3-Amino-N-f1-(1H-i ndol-3-ylmethvl^2-oxo-2-f4-r2>phenvl-ben 
VlVpiperidtn-1-yl]-ethyl}-3-methvl-bLitY ramfdA 

Example 91 




The preparation of the compounds of Fomiula I of the present invention 
can be carried out in sequential or convergent synthetic routes. Syntheses 

15 detailing the preparation of the compounds of Formula I in a sequential manner 
are presented in the following reaction schemes. 

Many protected amino acid derivatives are commercially available, 
where the protecting groups P are, for example, BOC, CBZ, FMOC, benzyl or 
ethoxycarbonyl groups. Other protected amino acid derivatives can be 

20 prepared by literature methods. Some substituted pyrrolidines, piperidines 
and tetrahydroisoquinoiines are commercially available, and many other 
pyn^olidines, 4-substituted piperidines, and 1,2,3,4-tetrahydroisoquinolines are 
known In the literature. Various phenyl or heteroaryl substituted piperidines 
and 1 ,2,3,4-tetrahydroisoquinolines can be prepared following literature 

25 methods using derivatized phenyl and heteroaryl intermediates. Alternatively 
the phenyl or heteroaryl rings of such compounds can be derivatized by 
standard means, such as halogenation, nitration, suifonylation etc. 

Many of the schemes illustrated below describe compounds which 
contain protecting groups P. Benzyloxycarbonyl groups can be removed by a 

30 number of methods including, catalytic hydrogenation with hydrogen in the 
presence of a palladium or platinum catalyst in a protic solvent such as 
methanol. Preferred catalysts are palladium hydroxide on carbon or palladium 
on carbon. Hydrogen pressures from 1-1000 psi may be employed; pressures 
from 10 to 70 psi are preferred. Alternatively, the benzyloxycarbonyl group can 

35 be removed by transfer hydrogenation. 

Removal of BOC protecting groups can be carried out using a strong 
acid such as trifluoroacetic acid or hydrochloric acid with or without the 
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presence of a cosolvent such as dichloromethane or methanol at a 
temperature of about -30 to 70°C, preferably about -5 to about 35°C. 

Benzyl esters of amines can be removed by a number of methods 
including, catalytic hydrogenation with hydrogen in the presence of a 
5 palladium catalyst in a protic solvent such as methanol. Hydrogen pressures 
from 1-1000 psi may be employed; pressures from 10 to 70 psi are preferred. 
The addition and rerroval of these and other protecting groups is discussed by 
T. Greene in Protective Groups in Organic Synthesis, John Wiley & Sons, New 
York, 1981. 
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35 The protected amino acid derivatives 1 are in many cases commercially 

available, where the protecting group P is, for example, BOC or CBZ groups. 
Other amino acids can be prepared by literature methods. 
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As illustrated in Scheme 1 , coupling of amines of fomnula 2 with 
protected amino acids of formula 1 , where P is a suitable protecting group, is 
conveniently carried out in an inert solvent such as dichloromethane or DMF by 
a coupling reagent such as EDC or DCC in the presence of HOBT. In the case 

5 where the amine Is present as the hydrochloride salt, it is preferable to add one 
equivalent of a suitable base such as triethylamine to the reaction mixture. 
Alternatively, the coupling can be effected with a coupling reagent such as 
BOP in an inert solvent such as methanol. Such coupling reactions are 
generally conducted at temperatures of about -30 to about 80°C, preferably 0 

10 to about 25'*C. For a discussion of other conditions used for coupling peptides 
see Houben-Weyl, Vol. XV, part II, E. Wunsch, Ed., Geoige Theime Verlag. 
1974, Stuttgart. Separation of unwanted side products and purification of 
intermediates is achieved by chromatography on silica gel, employing flash 
chromatography (W. C. Still, M, Kahn and A. Mitra, J. Org. Chem. 43 2923 

15 1 978), by crystallization, or by trituration. 

Transformation of 3 into intermediates of formula 4 can be carried out by 
removal of the protecting group P as described above. Coupling of 
intermediates of formula 4 to amino acids of formula 5 can be effected as 
described above to give intermediates of formula 6. Deprotection of the amine 

20 6 gives compounds of formula 7. 
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SCHEME 2 
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Alternatively, compounds of formula 7 can be prepared by a convergent 
route as shown in Scheme 2. Intermediate esters of formula 8 can be prepared 
by treating amino acids 1, where P is a suitable protecting group, with a base 
such as potassium carbonate followed by an alky! halide such as iodomethane 

30 in a suitable solvent such as DMF. Deprotection of the amine transforms 8 into 
9. Alternatively, many amino acids of formula 9 are commercially available. 
Intermediate 10 is generated by coupling 9 to amino acid 5. The ester of 
intermediate 10 can be converted to intermediate acid 11 by a number of 
methods known in the art; for example, methyl and ethyl esters can be 

35 hydrolyzed with lithium hydroxide in a protic solvent such as aqueous 

methanol or aqueous THF at a temperature of about -20 to 120''C, preferably 
about 20 to 70''C. In addition, removal of a benzyl group can be accomplished 
by a number of reductive methods including hydrogenation in the presence of 
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platinum or palladium catalyst in a protic solvent such as methanol. Acid 1 1 
can then be coupled to amine 2 to give intemfiediates of fomnula 6. 
Transformation of 6 to 7 can be achieved by removal of the protecting group P 

SCHEME 3 
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Compounds of formula 6 where R = CH2COOR, can be converted to 
intermediate acids of formula 13 by any of the methods outlined in Scheme 2. 
Coupling the acid 13 to amine 147 generates the intermediates of formula 14 
as illustrated in Scheme 3. Transformation of 14 to 15 can be achieved by 
35 removal of the protecting group P. 
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SCHEME 4 




As shown in Scheme 4, compounds of fonnula 18 can be prepared by 
treating 2-nitrobenzaldehydes of formula 16 with amines of formula 17 in the 
presence of a suitable reducing agent which include alkali metal borohydrides 

30 and cyanoborohydrides. The preferred reducing agent is sodium 

cyanoborohydrlde. Sodium borohydride and sodium triacetoxyborohydride 
may also be used. For a general review of reductive aminations see R, F. 
Borch, Aldrichimica Acta, 8, 3-10 (1975). The nitro group of compound 18 can 
be reduced by a number of methods including hydrogenation with a catalyst 

35 such as palladium in a protic solvent such as methanol to give compounds of 
formula 19. Cyclization of the diamine with N,N'-carbonyldiimidazole (CDI) or 
other phosgene equivalents generates compounds of formula 20. Removal of 
the protecting group transforms 20 into 12. 
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As shown in Scheme 5, compounds of formula 23 can be prepared by 
treating 2-nitroanilines of formula 21 , where X=N or C, with N-protected 
piperidones of formula 22 in the presence of a hydride reducing agent such as 
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sodium borohydride. Alternatively Intermediates of fonnula 23 can be 
prepared by heating a protected 4-ammoplperidine 17 and a compound of 
formula 30, where X=N or C. in a solvent such as ethanol or DMF In the 
presence of an acid acceptor such as triethylamine or potassium carbonate. 

5 The nitro group of formula 23 can be reduced by a number of methods 

including hydrogenation with a catalyst such as palladium in a solvent such as 
methanolic HCI to give compounds of formula 24. Cyclization with GDI or other 
phosgene equivalents produces the benzimidazolinones of fonnula 25. 
Transformation of 25 into 26 can be achieved by removal of the protecting 

10 group P. 
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As shown in Scheme 6, the benzimidazolinones of formula 26 can also 
be prepared by treating 2-anthranllic acids of fonnula 27 with N-protected 
piperidones of formula 22 in the presence of a hydride reducing agent such as 
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sodium cyanoborohydride to give compounds of formula 28. The acid of 
fomnuia 28 can then be treated with diphenylphosphoryl azide to give the aroyi 
azide of formula 29. Heating 29 in xylene produces the benzlmidazollnones of 
formula 30. Transformation of 30 into 26 can be achieved by removal of the 
5 protecting group P. 

SCHEME 7 
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Compounds of formula 33 can be prepared by treating a 4-piperidone of 
formula 22, where P is a protecting group such as benzyl, with a primary 
(R2=H) or secondary amine of formula 147 in the presence of a hydride 
reducing agent such as sodium cyanoborohydride as shown in Scheme 7. 

5 Compounds of formula 33 can either be deprotected by conventional means to 
give compounds of formula 34, or in the case where R2a=H, the amine can be 
coupled to a carboxylic acid of formula 35 using a coupling agent such as EDC 
in the presence of HOBT in an inert solvent such as dichloromethane to give 
compounds of formula 36. Subsequent removal of the protecting group 

10 generates compounds of formula 37. Altemalively, 33 can be treated with an 
aryl or alkyi sulfony! chloride 38 in the presence of an acid scavenger to 
generate the sulfonamide 39. Transfomnation of 39 into 40 proceeds by 
removal of the protecting group. 

SCHEME 8 




22 41 



As illustrated in Scheme 8, piperidinols of formula 41 can be prepared 
25 by treating a suitably protected 4-piperidone of formula 22 with organometallics 
of formula YLi or YMgX or YZnX where X= CI, Br, or I in aprotic solvents such 
as tetrahydrofuran or diethyl ether at temperatures at or below 0**C. 
Intermediates of formula 41 can then be deprotected to give compounds of 
formula 42. 
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20 Treating a methyl arylacetate 43 and a protected bls(chloroethyl)amine 

44 (Bercz and Ice; J. Pharm. Scl. 1972 61 pp 1316-1317) with two equivalents 
of a base such as lithium dilsopropyiamide in a solvent such as THF generates 
the piperidlne ester 45 as shown in Scheme 9. The ester can then be 
hydrolyzed under mild basic conditions to give intermediates of formula 46. 

25 The resulting acid can then be coupled to amines of formula 147 to give 
4,4'disubstituted piperidlnes of fomiuia 47. Deprotection of the amine 
generates compounds of formula 48. 
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As illustrated in Scheme 10, compounds of fomiula 50 can be prepared 
by treating a 4.piperidone of fomiula 22, with equimolar amounts of potassium 
cyanide and a primary or secondary amine hydrochloride in aqueous ethanol 
to give intermediates of fomiula 49. Intermediates of formula 49 can then be 
5 deprotected to give compounds of formula 50. 

SCHEME 11 
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Treating an aryl nitrile of formula 51 with intermediate 44 with two 
equivalents of a base such as sodium amide in a suitable solvent such as 
DMSO generates the 4,4'disubstituted piperidines of formula 52. Subsequent 
deprotection of the piperidine amine gives rise to compounds of formula 53 as 
shown in Scheme 11. 

SCHEME 12 
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The nitrile group of 52 can be reduced by a number of methods (March, 
J.. Advanced Org. Chem.; Reactions, Mechanisms, and Structure, John Wiley & 
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Sons. New York. 1985). Including lithium aluminum hydride to give the primary 
amine of compound 54. Intemiediate 54 can then be coupled to acids of 
formula 35 as outlined In Scheme 12 to give compounds of formula 55 
Subsequent deprotection of the piperidine amine gives compounds of formula 
56. 

SCHEME 13 
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The nitrile 52 can also be converted to an ester as described in Scheme 
13 by heating intermediate 52 with concentrated sulfuric acid and a small 
amount of water to temperatures around 150*^0, followed by heating the 
mixture in an alcohol solvent to temperatures around 125*^0. Deprotection of 

5 the piperidine amine 57 generates compounds of formula 58. Alternatively, the 
nitrile can be hydrolyzed to the amide 161 using a number of methods known 
in the literature (March, J., Advanced Org. Chem.; Reactions, Mechanisms, and 
Stmcture, p. 788, John Wiley & Sons, New York, 1985); for example, heating 
the amide in concentrated sulfuric acid to temperatures around 100-1 50*^0 will 

10 convert the nitrile to the amide as will treating the nitrile with hydrogen peroxide 
and sodium hydroxide in aqueous acetone. Transformation of 161 to 162 
proceeds by removal of the protecting group. 

SCHEME 14 

15 
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20 

Many 1 ,2,3,4-tetrahydroisoquinolines and substituted 1,2,3,4- 
tetrahydroisoquinolines can be prepared by methods described in the literature 
(R. Adams, Org. Reactions vol. VI; pp 74-206, John Wiley & Sons. New Yoric, 
NY 1964). As illustrated in Scheme 14, treating an amine of formula 59, such 

25 as 1 ,2.3,4-tetrahydroisoquinoline, with potassium nitrate in concentrated 
sulfuric acid at temperatures below 5**C generates the nitro amine of formula 
60. Reduction of tine nitro functionality to tiie con-esponding amine using iron 
powder and ammonium chloride in refluxing aqueous ethanol is one of many 
suitable literature procedures (see March, J., p. 1103-4, Advanced Org. Chem.; 

30 Reactions. Mechanisms, and Structure, John Wiley & Sons, New Yori^, 1985) 
for carrying out this transformation to generate compounds of formula 61. 
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SCHEME 15 




As described in Scheme 15, the B-phenethylamide of compound 63 can 
be prepared by treating 4-bromophenethylamine, 62, with ethyl formate. 

20 Treating intermediate 63 with poiyphosphoric acid"and phosphorous pentoxide 
in a Bischler-Napieralski cyclodehyd ration produces the 7-bromo-3,4- 
dihydroisoquinoline 64. Sodium borohydride reduction of the hydrochloride 
salt of compound 64 in water produces the 7-bromo-1 ,2,3,4- 
tetrahydroisoquinoline 65. Following the method outlined in Scheme 14, 

25 nitration of 7-bromo-1,2,3,4-tetrahydroisoquinoline generates Intermediate 66. 
Protection of the tetrahydroisoquinoline amine 65 with a suitable protecting 
group P, such as tert-butoxycarbonyl, can be achieved by methods known to 
those skilled in the art and produces intermediates of formula 67. Reduction of 
the nitro group and dehalogenation can be accomplished by hydrogenation 

30 using a catalyst such as palladium in a solvent such as acetic acid with 
ammonium acetate as a buffer and gives compounds of formula 68, 
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Treating the amines of formula 68 with an Isocyanate of fonnula 69 gives 
the urea of formula 70 as illustrated in Scheme 16. Altematively the amine 68 
20 can be functionalized with an acid chloride or acid to give the amide of formula 
72. a sulfonyl chloride of formula 38 to give the sulfonamide 74, or a ketone of 
formula 154 and a reducing agent to give the amine of formula 155. The 
resulting amines can be deprotected to give intermediates 71, 73, 75 and 156 
respectively. 

25 

SCHEME 17 



77 

The synthesis of 6-, 7-, and 8-methoxy substituted 1 ,2,3.4- 
35 tetrahydroisoquinolines is described by Sail and Grunewald in J. Med. Chem. 
30. 1987 pp 2208-2216. The methoxy group can be removed by a number of 
methods; for example, refluxing compounds of formula 76 with 48% HBr 
generates compounds of formula 77 as shown in Scheme 17. 
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168 



wo 96/35713 



PCT/IB95/00333 



-43- 



10 



15 



Treating compound of fomiula 78. where P is a suitable protecting 
group, with pyridine and triflic anhydride in a suitable solvent such as 
dichloromethane generates the triflate of formula 79 as shown in Scheme 18 
The triflate can then be carbonylated with carbon monoxide and a catalyst such 
as palladium acetate In the presence of a base such as triethylamlne and a 
ligand such as 1.3-bis(diphenylphosphine)propane in an alcohol solvent such 
as methanol to generate the ester of fomiula 80. The ester can then be 
hydrolyzed by a number of different methods to give the acid of fomiula 81 
The acid can then be coupled to amines of fomiula 147 to give compounds of 
fomiula 82. Subsequent deprotectlon of the amine generates compounds of 
formula 83. Alternatively, compound of fomiula 80 can be deprotected to give 
mtemiedlate 165. The amine can then be coupled to acids of formula 11 to 
give compounds of formula 166. Subsequent deprotection of the amine 
generates intemiediate 167. Hydrolysis of the ester transforms 167 into 168 



SCHEME 19 




Alternatively, as shown In Scheme 19. the triflate of formula 79 can 
undergo a biaryl cross-coupling reaction with a suitable nucleophile such as 
an aryiboronic acid or aryl zincate 86 (where M = metal) In the presence of a 
catalyst such as tetrakis (triphenylphosphine) palladium(O) and potassium 
carbonate In toluene and aqueous ethanol to give the intermediate of formula 
84. Deprotection of the isoquinoiine amine transforms 84 to 85. 



\ 
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SCHEME 20 
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As shown in Scheme 20, the boronic acid of fonnula 88 can be prepared 
by treating a suitably protected aniline 87 with t-butyllithium and trimethylborate 
at tennperatures near "TS^'C. Intermediate 88 can then be coupled to triflate 79 
35 using conditions defined in Scheme 19 to give 89. The aniline protecting 

group can then be selectively removed, and the resulting amine 90 treated with 
an isocyanate 69 and a suitable base to give the urea of formula 91. 
Deprotection of the amine transforms 91 to 92. Alternatively, the amine of 
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formula 90 can also be sulfonylated with a sulfonyl chloride in the presence of 
an acid scavenger to give compounds of formula 93. Deprotection of the 
amine transforms 93 to 94. Acylation of 90 with a carboxylic acid 35 using a 
coupling agent such as EDC in the presence of HOBT in an inert solvent such 
5 as DMF gives the compound of formula 95. Deprotection of the amine 
transforms 95 to 96. 
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As illustrated in Scheme 21, phthaiimides of formula 99 can be prepared 
from 4-aminopyrjdlnes 97 and phthalic anhydride 98 as described by Ciganek 
et al. U.S. Pat. Appl. 92/876542. The pyridine ring of 99 can be reduced by a 
number of methods including hydrogenation in the presence of a platinum 
5 catalyst in a solvent such as methanolic HCI to give the piperidine ring of 
formula 157. Alternatively, quaternization of the pyridine ring with benzyl 
bromide in ethanoi leads to the quaternary salt 100. The pyridine ring can then 
be reduced by a number of methods including hydrogenation in the presence 
of a platinum catalyst in glacial acetic acid or methanol to give 101. Many other 
10 anhydrides are commercially available and one skilled in the art can apply 
such chemistry to these compounds. 

Addition of organometallics such as RLi or RMgX where X=CI, Br, or I to 
compounds of formula 101 followed by hydrolysis produces compounds of 
formula 102. Deprotection of the piperidine amine transforms 102 to 103. 
15 Compounds of formula 101 can be converted to compounds of formula 

104 with hydride reducing agents such as sodium borohydride in methanol, or 
lithium borohydride In an aprotic solvent such as THF. Phthaiimides may also 
be reduced to compounds of type 104 with zinc in acetic acid. Deprotection of 
the piperidine ring transforms 104 to 105. 
20 Compounds of formula 1 04 can be treated With a base such as sodium 

hydride in appropriate solvents such as tetrahydrofuran, or metal alkoxides 
such as sodium methoxide in alcohol solvents such as methanol, followed by 
addition of an alkylating agent to give compounds of formula 106. 
Altematively, such compounds can be prepared by treating compounds of 
25 formula 104 with an alcohol in the presence of an acid such as hydrochloric or 
methanesulfonic at temperatures of about 0-100*0. Deprotection of the 
piperidine ring transforms 106 into 107. 

Treating compounds of formula 101 or 104 with zinc in acetic acid or tin 
in acetic acid in the presence of hydrochloric acid generates intermediates of 
30 formula 1 08. Deprotection of the amine transfomis 108 to 109. 
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SCHEME 22 




Treating 110 with one equivalent of a base such as potassium tert- 
butoxide in a solvent such as THF. followed by addition of 1 1 1 and then by a 
second equivalent of base generates intermediate of formula 1 12 as illustrated 
35 in Scheme 22. Conversion of 1 12 to 1 13 can be accomplished by a number of 
methods, including hydrogenation with a catalyst such as palladium in a 
mixture of ethanol and aqueous HCI. Alternatively, the ester of 112 can be 
deprotected to give the intermediate acid 158. The acid 158 can be coupled to 
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amlne 147 to give the amide of formula 159. Conversion of 159 to 160 can be 
accomplished by a number of methods including hydrogenatlon with a catalyst 
such as platinum In methahollc HCI. 
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As illustrated in Scheme 23, a differentially protected 3-aminopyrrolidine 
of formula 1 14 is selectively deprotected at the 3-amlno position to give 
intermediate 115. The amine can then be sulfonylated with a sulfonyi chloride 
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38 in the presence of an acid scavenger in a solvent such as dichloromethane 
to give 116. Altemattveiy, the amine can be coupled to acid 35 as above to 
give 117. Oeprotection of the pyrrolidine nitrogen of 116 and 117 generates 
compounds of formula 118 and 119 respectively. 

5 

SCHEME 25 
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As shown in Scheme 25, isoindolines of formula 129 can be prepared 
from 126 by radical bromination using a suitable source of bromine radical 
such as N-bromosuccinimide and a suitable radical initiator such as AIBN (2,2 - 
a2obis(isobutyronitrile) in an inert solvent such as carbon tetrachloride to 

5 produce intenmediates 127. The dibromide can then be treated with a suitably 
protected primary amine such as benzylamine in aqueous acetone using a 
base such as sodium carbonate to give compounds of formula 128. 
Deprotection of the amine and nitro reduction to give 129 can be accomplished 
by hydrogenation with hydrogen in a protic solvent such as ethanol using a 

10 catalyst such as palladium. The coupling of intemiedlate 129 to acid 1 1 gives 
130. The free amine can then be acylated or sulfonylated by methods 
mentioned above to give 131 and 132. Transformation of 131 into 133 and 
132 into 134 can be accomplished by removal of the protecting group P. 

1*; SCHEME 26 
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As shown in Scheme 26, an N-protected 4-hydroxypiperidine 142 can 
be treated with methanesulfonyl chloride in the presence of a base such as 
triethylamine in an inert solvent such as methylene chloride to give the 
35 intermediate mesylate of formula 143. The mesylate can then be displaced 
with an imidazo[4,5-b]pyridine of formula 135 (for example, see Carpino et a!., 
Blorg. & Med. Chem. Lett. 1994 4, pp 93-98 and references cited within) using 
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a base such as sodium hydride in a solvent such as DMF or dioxane to give 
144. Deprotection of the amine transforms 144 into 145. 



SCHEME 27 
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25 



Benzisoxazoles of formula 136 can be prepared as described by 
Villabolos et al.. J, Med. Chem, 1994 37 pp 2721-2724. The amine 136 can 
be coupled to acids of formula 35 as illustrated in Scheme 27 to give 
30 intermediates 137, Deprotection of the piperidine amine gives 138. 

Altematively the amine 136 can be sulfonylated to give 139. Deprotection of 
the amine generates compounds of formula 140. 
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SCHEME 28 
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Esters of formuta 146 can be prepared by treating an acid of formula 5 
15 with hydroxysuccinimide in the presence of a coupling agent such as EDO in 
an inert solvent such as methylene chloride as illustrated in Scheme 28. 
Treating the ester with an amino acid of formula 1 in a solvent such as DMF in 
the presence of a base such as diisopropylethylamine produces 1 1 . 

on SCHEME 29 
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The preparation of compounds of formula 148 has been described by 
Blank etal.. J. Med. Chem. 1980 23 pp 837-840. Treating the sulfonyl chloride 
148 with a phenol of formula 149 and a base such as potassium carbonate in a 
polar solvent such as acetonltrile or acetone generates intermediates of 
fonnula 150. Deprotection of the amine transfomis 150 into 151. Alternatively 
the sulfonyl chloride can be treated with an amine 147 in the presence of an 
acid scavenger such as triethylamine in an Inert solvent such as 
dichloromethane to give the sulfonamide of fomiula 152. Deprotection of the 
tetrahydroisoquinoline amine transforms 152 into 153. 
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As Illustrated In Scheme 30, treating an indole of formula 169 with a 
base such as methoxide ion in a solvent such as methanol, followed by 
addition of a ketone of formula 170 produces intermediates of fomiula 171. 
Conversion of 171 to 172 can be accomplished by a number of reductive 
25 methods including hydrogenation In the presence of a prolic solvent such as 
ethanol using a catalyst such as palladium. 
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As shown in Scheme 31 , treating an amine of fomiula 24 with three 
equivalents of anhydride 173, neat, at temperatures near or around 160°C 
overnight, followed by decomposition of excess anhydride with a base such as 
6 sodium hydroxide generates compounds of formula 174. Deprotection of the 
amine transforms 174 into 190. 

SCHEME 32 
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As illustrated in Scheme 32, alkylation of the diphenyloxazinone of 
formula 175 with cinnamyl bromide in the presence of sodium 
bis(trimethylsilyl)amide generates 1 76 which is then converted to the desired 
25 (D)-2-amino-5-phenylpentanoic acid 177 by removing the protecting group and 
hydrogenation over a PdCl2 catalyst. 
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SCHEME33 
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Compounds of formula 179 can be prepared by treating an indole of 
formula 178 with benzoyl chloride in pyridine as illustrated in Scheme 33. 
Subsequent heating of 179 with dibenzylamine and a catalyst such as 
palladium on carbon at temperatures at or near 210°C in a solvent such as 
35 diphenyl ether generates the intermediate of formula 180. The indole nitrogen 
can be alkylated by treating 180 with cuprous bromide and bromobenzene in 
the presence of a base such as potassium carbonate in a suitable solvent such 
as N-methylpyrrolidine at reflux overnight to give intermediates of formula 181. 
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Quatemization of the pyridine nitrogen can be accomplished by treating 1 81 
with benzyl bromide in a solvent such as benzene at refluxing temperatures to 
give intermediates of fonnula 192. Treating 192 with excess sodium 
borohydride in methanol generates the tetrahydropyridine 182. Hydrogenation 
of 182 with hydrogen in a solvent such as ethanoi using a catalyst such as 
palladium produces the piperidine of formula 183. 
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Compound of formula 185 is prepared by refluxing a mixture of 184 in 
acetic anhydride for several hours. The acid chloride can be prepared by 
treating 185 with either thionyl chloride or oxalyl chloride to give intermediates 
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of formula 191. Friedel-Crafts acylation of m-difluorobenzene with 191 in the 
presence of aluminum chloride as a catalyst produces 186. Removal of the 
acetyl protecting group can be accomplished by heating 186 In a mixture of 
concentrated HCI and glacial acetic acid to give intermediate of formula 1 87. 
The oxime 188 can then be prepared by refiuxing 187 with triethylamine and 
hydroxylamine hydrochloride in ethanol for several hours. Refiuxing the oxime 
in 50% NaOH produces the benzoisoxazole 189. 

SCHEME 35 
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As shown in Scheme 35, compounds of formula 193 can be prepared by 
treating anilines of formula 1 94 with N-protected piperidones of formula 22 in 

30 the presence of a hydride reducing agent such as sodium 

triacetoxyborohydride in a solvent such as acetic acid which contains an 
excess of sodium sulfate. Treating compounds of formula 1 93 with 
chloroacetonitrile at temperatures at or near O^'C in the presence of a Lewis 
acid such as boron trichloride followed by refiuxing the mixture overnight and 

35 then treating the solution with 10% HCI and refiuxing again for 0.5h produces 
intermediate of formula 195. Treating 195 with sodium borohydride in a 
solvent such as ethanol generates the indole of formula 196. Deprotection of 
the amine transforms 196 into 197. 
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The following examples are provided for the purpose of further 
illustration only and are not intended to be limitations on the disclosed 
invention. 

General Experimental Procedures 

5 Amicon silica 30 uM, 60 A pore size, was used for column 

chromatography. Melting points were taken on a Buchi 510 apparatus and are 
uncorrected. Proton and carbon NMR spectra were recorded on a Varian XL- 
300, Bruker AC-300, or Bruker AC-250 at 25 ''C . Chemical shifts are 
expressed in parts per million downfield from trimethylsilane. Particle beam 

10 mass spectra (MS) were obtained on a Hewlett-Packard 5989A spectrometer 
using ammonia as the source of chemical ionization. For initial sample 
dissolution chloroform or methanol were employed. Liquid secondary ion 
mass spectra (LSIMS) were obtained on a Kratos Concept-1S high resolution 
spectrometer using cesium ion bombardment on sample dissolved in a 1:5 

15 mixture of dithioerytfiritol and dithiothreitol or in a thioglycerol matrix. For initial 
sample dissolution chloroform or methanol were employed. Reported data are 
sums of 3-20 scans calibrated against cesium iodide. TLC analyses were 
performed using E. Merck Kieselgel 60 F254 silica plates visualized (after 
elution with the indicated sotvent(s)) by UV, iodine or by staining with 15% 

20 ethanolic phosphomolybdic acid or eerie sulfate/ammonium molybdate and 
heating on a hot plate. The terms "concentrated" and "coevaporated" refer to 
removal of solvent at water aspirator pressure on a rotary evaporator with a 
bath temperature of less than 40**C. 

General Procedure A (Peptide coupling using EDC). A 0.2-0.5 M 

25 solution of the primary amine (1.0 equivalent) in dichloromethane (or a primary 
amine hydrochloride and 1.0-1.3 equivalents of trieOiylamine) was treated 
sequentially with 1.0-1.2 equivalents of the carboxylic acid coupling partner, 
1.5-1.8 equivalents hydroxybenzotriazole hydrate (HOST), and 1.0-1.2 
equivalents (stoichiometrically equivalent to the quantity of cart)oxyiic acid) 1- 

30 (3-dimethylaminopropyI)-3-ethyIcarbodiimide hydrochloride (EDC) and the 
mixture was stirred ovemight in an ice bath (the ice bath was allowed to warm, 
thus the reaction mixture was typically held at 0-20 for 4-6 h and 20-25 
for the remaining period). The mixture was diluted with ethyl acetate or other 
solvent as specified, and the resulting mixture washed twice with IN NaOH, 

35 twice with IN HCl (if the product is not basic), once wth brine, dried over 
Na2S04, and concentrated giving the crude product which was purified as 
specified. The carboxylic acid component could be used as the 
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dicyclohexylamlne salt in coupling to the primary amine or hydrochloride of the 
latter; In this case no triethylamine was employed. 

General Procedure B. (Cleavage of a t-Boc-protected Anriine using 
TFA). Cold trifluoroacetic acid (usually 0-1 0»C) was added to the t-Boc amine 
5 (typically 10 mL per mmol amine) neat or dissolved in a minimum volume of 
CH2CI2 and the resulting solution was stirred at 0°C for 0.25-2h (the time 
required for complete disappearance of the starting material to a more polar 
product as judged by TLC). The resulting solution or suspension was 
concentrated, and the residue coevaporated several times with added 
10 methylene chloride. The residue was then dissolved in ethyl acetate and 

washed twice with IN NaOH and once with brine. The organic phase was then 
dried over Na2S04 and evaporated to give the free amine which was used 
without further purification or purified as specified. 

General Procedure C. (Cleavage of a t-Boc-protected Amine and HCI 
15 salt exchange). Cold trifluoroacetic acid (usually 0-10»C) was added to the t- 
Boc amine (typically 10 mL per mmol amine) and the resulting solution was 
stirred at CC for 0.25-2 h (the time required for complete disappearance of the 
starting material to a more polar product as judged by TLC). The resulting 
solution or suspension was concentrated, the residue coevaporated several 
20 times with added methylene chloride and then dried in vacuo. The 

trifluoroacetate salt was dissolved in ethanol (typically 5 mL per mmol of salt) 
and cooled to O'C. Two equivalents of either aqueous 1 N HCI or 1 M HCI in 
ether was added to the cold solution, and the mixture stirred for 10 min. at O^C. 
* The mixture was then concentrated and the residue coevaporated several 
25 times with ethanol and then dried in vacuo. The resulting oil in most cases 
could be triturated to a solid with diethyl ether. 

General Procedure D. (Lithium Hydroxide Hydrolysis of Esters). To a 
0 20-0.50M solution of ester dissolved in THF. 3.5 equivalents of lithium 
hydroxide hydrate dissolved in a volume of water equal to 25% the volume of 
30 THF was added. The mixture was stirred overnight at room temperature. 

Excess THF was removed by evaporation, and the basic aqueous mixture was 
extracted three times with ethyl acetate, and then acidified to pH4 with dilute 
acetic or hydrochloric acid. The product was extracted with ethyl acetate and 
the combined organic extracts were washed with brine, dried over MgS04 and 
35 evaporated to give the desired acid which was used without further purification, 
or triturated to a solid as specified. 
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Example 1 

2- Amino-N-(1-(R)-ben2yloxymethvl-2-oxO'2-f4-f2-oxo-2.3'dihydro- 

benzoimidazoM -yn-piperidin-l -yn-ethyl)- 
isobutyramide hydrochloride 
5 A. {1-m)-Benzyloxymethyl-2-oxo-2-[4-(2-oxo-2.3-dihydrQ-ben20imrdazol- 
1-yn-piperidin-1-yll-ethyl}-carbamic acid tert-butyl ester 

According to General Procedure A, 420 mg (1.94 mmol) of N-t-BOC-O- 
benzyl-D- serine and 571 mg (1.94 mmol) of 4-{2-keto-1-benzimidazolinyl) 
piperidine were coupled and the product purified by silica gel chromatography 
10 (1 :1 v/v EtO Ac/hexanes) to afford 630 mg of 1 A. 

1h NMR (CD3OD 250MHz) 5 7.18-7.44 (m, 5H), 6.85-7.10 (m, 4H), 
4,16-4.84 (m. 6H), 3.60-3.74 (m. 2H), 2.73-2.90 (m, 1H), 2.25-2.67 (m, 2H), 
1.71-1,90 (m. 3H), 1.45-1.55 (m. 9H). 

B. (RVl-[1-ff2-Amino-3-benzyloxy-propionyl)]-piperidin-4-ytl-1,3- 
15 dihydro-benzoimidazol-2-one 

According to General Procedure B, 630 mg (1 .27 mmol) of the product 
from 1A was deprotected to afford 550 mg of IB. 

C. (1 -{1 -(R)-Benzyloxymethyl-2-oxo-2-f4-(2-oxo-2.3-dihydro- 
benzoimidazQl-1 -yH-piperidin-l -yl]-ethylcarbamQyl>-1 -methyl-ethyl)-carbamic 

20 acid tert-butyl ester 

According to General Procedure A, 44 mg (0.22 mmol) of N-t-BOC-a- 
methylalanine and 78 mg (0.20 mmol) of IB were coupled, and the product 
was purified by silica gel chromatography (10:1 .5 v/v EtO Ac:hexanes) to give 
24 mg of 1C, 

25 ""H NMR (CDCI3 250MHz) 5 9,25-9.40 (d, 1H), 6.78-7.41 (m, 9H), 4.79- 

5.30 (m, 3H), 4.45-4,65 (m, 3H), 4.17-4.42(m. 1H), 3.58-3.79 (m, 2H), 2,62-3.45 
(m. 2H), 2.19-2.47 (m, 2H), 1.75-1.98 (m, 3H), 1.38-1.55 (m, 15H). 

D. 2-Amino-N-{1-m)-benzylQxymethyl-2-Qxo-2-[4-(2-oxQ-2.3- 
dihydro-benzoimidazol-l-yn-plperidin-l-yiyethylHsob'Jtyramide hydrochloride 

30 The product from 1C was deprotected according to General Procedure 

C to give 15 mg of the title compound as a white solid. 

1h NMR (CD3OD 250MHz) 5 7.39-7.41 (m, 7H), 6.93-7.15 (m, 4H), 
5.12-5,22 (m, 1H). 4.42-4.76 (m, 5H). 4.20-4.30 (m, 1H). 3.70-3.86 (m, 2H), 
3.28-3.25 (m, 1H), 2.22-2.49 (m, IN), 1.75-1.92 (m. 2H), 1.53-1.61 (s, 6H). 

35 MS (CI, NH3) 480 (MH+) 

Example 2 

3- Amino-N-(1-fRVbenzyloxymethyl-2-oxo-2-[4-(2-oxo-2.3-dihvdro- 
benzoimidazol-1 -yn-Diperidin-1 -yl]-ethyn-3-methyl-butyramide hydrochloride 
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A. (2-(1-(R)-Benzyloxymethyl-2-oxo-2-[4-f2-oxo-2.3-dihydro- 
benzoimidazoM -yH-piperidin-l -yn-ethylcarbamoyl>-1 .1 -dimethyl-ethyn- 
carbamic acid tert-butvl ester 

According to General Procedure A, 78 mg (0.20 mmol) of IB and 48 mg 
5 (0-22 mmol) of 3-tert-Butoxycarbonylamino-3-methyl-butyric acid were coupled 
and the product purified by silica gel chromatography (10:1.5 v/v EtO 
Ac/hexanes) to give 108 mg of 2 A as a clear oil. 

1HNMR (CDCI3 250MHz) 5 7.19-7.38 (m, 5H), 6.79-7.17 (m, 5H), 
5.22-5.52 (m. 2H). 4.82-4.97 (m, 1H), 4.49-4.63 (m, 3H}. 4.20-4.38 (m, 1H), 
10 3.60-3.72 (m, 2H), 3.03-3.32 (m, 1 H), 2.50-2.82 (m, 3H). 2.1 1 -2.49 (m, 3H). 

1.77- 1.98 (m, 2H), 1.35-1.53 (m, 15H). 

B. 3-Amino-N-(1-(R)-ben2yloxymethyl-2H3x6-2-[4-(2-oxG-2.3-dihydro- 
benzQimida2ol-1-vl)-piperidin-1-yl1-ethyl)-3-methyl-butyramide hydrochloride 

According to General Procedure C, 94 mg (0.16 mmol) of 2 A was 
15 deprotected to give 58 mg of the title compound as a white solid. 

1H NMR (CD3OD 250MHz) 5 7.20-7.44 (m, 6H), 6.88-7.24 (m, 4H), 
5.13-5.23 (m, 1H), 4.20-4.83 (m, 6H), 3.65-3.82 (m, 2H). 2.21-2.90 (m. 6H). 

1 .78- 1 .91 (m, 2H), 1 .32-1 .40 (bs, 6H). 
MS (CI, NH3) 494 (MH+). 

20 Example 3 

(R^-3-BenzylQxy-2-f2-tert-b utQxycarbQnylamino-2-methvl-propionvlamino)- 

propionlc acid 

To 1.83 g (6.2 mmol) of N-t-BOC-O-benzyl-D-serine in 35 mL of DMF 
was added 1.02 g (7.4 mmol) of potassium carbonate followed by 0.92 g (6.5 

25 mmol) of iodomethane. The mixture was stirred overnight at 24**C under an 
atmosphere of nitrogen. The reaction mixture was diluted with 200 mL of 
water, and extracted three times with ethyl acetate. The combined organics 
were washed five times with water and once with brine, dried over MgS04 and 
concentrated. The crude (R)-3-Benzyloxy-2-tert-butoxycarbonylamino- 

30 propionic acid methyl ester was then deprotected according to General 

Procedure B and 0.84 g (4.02 mmol) of the resulting (R)-2-Amino-3-benzy!oxy- 
propionic acid methyl ester was coupled to 0.81 g (4.02 mmol) of N-t-BOC-<x- 
methylalanine to give 1 .80 g of {R)-3-Benzyloxy-2-(2-tert-butoxycarbonylamino- 
2-methyl-propionylamino)-propionic acid methyl ester. The crude product was 

35 hydrolyzed according to the method outlined in General Procedure D, and 1 .60 
g of the title compound was recovered as an oil which solidified on standing. 

1h NMR (CDCI3 300 MHz) 5 7.30 (m. 5H), 7.10 (d, 1H). 5.07 (bs, 1H), 
4.68 (m. 1H), 4.53 (q. 2H) 4.09 (m. 1H), 3.68 (m, 1H), 1.3-1.5 (m. 15H) 
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Example 4 

2-Amino-N-{1-m)-(1H-indol-3-ylmethyn-2-oxo-2-r4-(2-Qxo-2.3-dihydro- 
benzoimidazol-1-yl)-piperidin-1-yll-ethyl}-isobutyramidft 
A. (R)-2-Amino-3-[(1 H-indol-3-yl)-propionic acid methyl ester 
5 To 4.92 g (16.2 mmol) of N-a-t-BOC-D-tryptophan in 100 mL of DMF 

was added 2.46 g {17.8 mmol) of potassium carbonate followed by 2.41 g (17.0 
mmol) of iodomethane, and the mixture was stirred ovemight at 24*'C under an 
atmosphere of nitrogen. The reaction mixture was diluted with water, and 
extracted three times with ethyl acetate. The combined organics were washed 
10 five times with 500 mL of water and once with brine, dried over MgS04 and 
concentrated to give 4.67 g of a white solid. The crude (R)-2-tert- 
Butoxycarbonylamino-3-(1H-indol-3-yl)-propionic acid methyl ester was 
deprotected according to General Procedure B to give 4A as an orange oil In 
quantitative yield. 

15 B. (R)-2-(2-tert-Butoxycarbonylamino-2-methyl-propionylamino)-3-f 1 H- 

indol'3-vn-Dropionic acid met hyl ester. 

According to General Procedure A 1.55 g (7.1 mmol) of 4A was coupled 

to 1.44 g (7.1 mmol) of N-t-BOC-a-nnethylalanine to give an oil which was 

purified by silica gel chromatography using a gradient of 10%, 20%. 30%, 40% 
20 and 50% ethyl acetate in hexane to afford 1.32 g of (R)-2-(2-tert- 

Butoxycarbonylamino-2-methyl-propionylamino)-3-(1 H-indol-3-yl)-propionic 

acid methyl ester. 

C. fRV2-r2-tert-Butoxycarbonylamino-2-methyl-propionyla minoV3-(1H- 
indol-3-yn-propionic acid 
25 The product from 4B was hydrotyzed according to the method described 

in General Procedure D to give 1 .03 g of 4C as an orange foam. 

iH NMR (CDCI3 300 MHz) 5 7.61 (d. 1H), 7.48 (d. 1H), 7^7 (t, 1H), 
7.10 (t, 1H), 4.81 (bs, 1H). 3.35 (m, 1H), 1.49 (s. 6H). 1.32 (s. 9H), 
MS (CI, NH3) 390 (MH+) 
30 D. f 1 -{1 -f R)-n H-lndol-3-vlmethylV2-oxo-2-[4-f2-oxo-2.3-dihydrQ- 

ben2oimidazol-1-yl)-piperidin-1-yl]-ethylcarbamoyl}-1-methyl-ethylVcarbamic 
acid tert-butyl ester 

According to General Procedure A, 75 mg (0.19 mmol) of 4C was 
coupled to 39 mg (0.18 mmol) of 4-(2-keto-1-benzimidazolinyl)piperidine and 
35 the product was purified by silica gel chromatography (99:0.5 v/v 
CHCl3:MeOH) to give 90 mg of 4D as a white foam. 

E. 2>Amino-N-(1-mVMHHndol-3-vlmethyn-2-oxo-2-r4-f2-oxo-2.3- 
dihydro-ben2oimidazoM-yl)-piperidin-1-ylVethyn-isobutvramide 
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According to General Procedure B, 90 mg (0.15 mmol) of 4D was 
deprotected to giv 70 mg of the title compound as a yellow solid. 

1h NMR (CDCI3 250MHz) (1:1 mixture of rotamers) 5 8.80 (bs, 0.5H), 
8,58 (bs, 0.5H), 8.48-8.52 (dd. 1H). 7.83 (d, 1H), 7.52 (d, 1H), 7.34-7,40 (m, 
5 1.5H), 6.93-7.12 (m, 7H). 6.65-6.71 (m, 1H), 4.70-4.88 (m. 1H), 4,39-4.45(m. 
0.5H), 4,08-4.39 (m. 0.5H), 3.72-3.92 (m,1H), 2.80-2.99 (0.5H). 2.50-2.66 (m, 
0,5H). 1.92-2.41 (m, 3H), 1.30-1.82 (m, 11H). 
MS (CI, NH3) 489 (MH+) 

Example 5 

10 (R)-2-f2-(2-Amino-2-methyl-propionylaminoV3-(1H-indol-3-yl)-propionyn- 
1 .2.3.4-tetrahydro-isoquinoline-6-carboxylic acid meth^ ester hydrochloride 

A. 6-Hydroxy-3.4-dihydro-1 H-isoquinoline-2-carboxylic acid tert-butyl 

ester 

To 4.75 g (20.7 mmol) of 1 ,2,3,4-Tetrahydro-isoquinolin-6-ol 
15 hydrobromide (see 7D) In 150 mL of 1:1 watendloxane at OX was added 4.95 
g (22.7 mmol) of di-tert-butyldicarbonate and sufficient 1 N NaOH to maintain 
the pH of the solution between 10 and 10.5. The ice bath was removed after 
30 min and the reaction was stirred at room temperature for an additional 2 h. 
The solution was concentrated, diluted with water and acidified with IN HCI. 
20 The mixture was extracted three times with ethyl acetate, and tiie organic 

phase was washed with water and brine, dried over MgS04 and concentrated 
to give 5.24 g of crude product. The product was crystallized from 
hexane/ether to give 3.99 g of 5A as a solid. 

B. 6-(4-Trifluoro-methanesulfonyloxy)-3.4-dihydro-1H-isoquinoline-2- 
25 carboxylic acid tert-butyl ester 

To 3.97 g (15.94 mmol) of 5A in 13 mL of methylene chloride was added 
8.2 mL (101 ,4 mmol) of pyridine and the mixture was cooled to 0°C. A solution 
of 3.16 mL (18.81 mmol) of triflic anhydride in 26 mL of methylene chloride was 
then added dropwise to the stirring mixture over 20 min. The mixture was 
30 stirred for 30 min, at 0°C and then poured into saturated brine and extracted 
with ether. The ether phase was washed three times with 1 N HCI, and once 
each with water and brine. The solution was dried over MgS04 and 
concentrated to give 6.08 g of 5B as an oil which crystallized on standing. 

C. 3,4-Dihydro-1 H-isoQuinQline-2.6-dicarboxylic acid 2-tert-butyl ester- 
35 e-methyl ester 

A Parr bottie containing 381 mg (1 .0 mmol) of 58, 6 mg (0.03 mmol) of 
palladium acetate, 25 mg (0,06 mmol) of 1 .3-bis(dipheny!phosphino)propane. 
0.28 mL (2.0 mmol) of triethylamine in 4 mL of dimethylformamide and 1 .8 mL 
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of methanol was charged to 5 psi with carbon monoxide, and the mixture 

agitated for 0.5 h. The mixture was then heated to 60*^0 and the pressure 

increased to 30 psI of carbon monoxide, and the mixture agitated overnight. 

After cooling to room temperature, the mixture was dissolved in ether and 
5 washed three times with water and once with brine. The solution was dried 

over MgS04 and concentrated to give 365 mg of 5C as an oil. 

D. 1.2.3.4-Tetrahydro-isoquinoline-6-carboxylic acid methyl ester 
According to General Procedure B. 563 mg (1 .93 mmol) of 5C was 

deprotected to give 370 mg of 5 D as an oil. 
10 E. fRV2-r2-f2-tert-ButQxycarbonylaminQ-2-methyl-prQDionv lamino)-3- 

(1 H-indol-S-yn-propionyiyi ■2-3.4-tetrahydrQ-isoquinQline-6-carboxylic acid 

methyl ester 

According to General Procedure A, 303 mg (1.59 mmol) of 5D was 
coupled to 617 mg (1.59 mmol) of 4C and the product was purified by silica 
15 gel chromatography ( 1:1 v/v ethyl acetaterhexanes) to give 866 mg of 5E. 

F. mi-2-f2-f2-AminQ-2-mftthyl-prQpiQnylamino^-3 -MHHndol-3-vl)- 
proplonyn-1.2.3.4-tetrahydroHSoquinoline-6-carboxylic acid me thyl ester 
hydrochloride 

According to General Procedure C, 60 mg (0.107 mmol) of 5E was 
20 deprotected to give 41 mg of the title compound as a solid. 

1h NMR (CD3OD, 3OOMH2) 5 (1:1 mixture of rotamers) 7,79 (d. 0.5H), 
7.54-7.65 (m. 2.5H), 7.29 (d, O.jSH), 7.17 (d, 0.5H), 6.95-7.10 (m. 3.5H). 6.61 (d, 
0.5H), 5.28-5,30 (m. 1H), 4.61-4.70 (d, 0.5H), 4,42-4.51 (m, 1H), 4.10-4.19 (d, 
0.5H), 3.87 (d, 3H), 3.54-3.12 (m, 1H). 3.17-3.34 (m, 3H), 2.53-2.74 (m, 1H), 
25 2.36-2.51 (m, 0.5H), 2.08-2.21 (m, 0.5H), 1.56 (s, 6H). 
MS (CI.NH3) 463 (MH+) 

Example 6 

2-Amino-N-f1-fRVbenzyloxymethy!-247-f3-methvl-u reidoV3.4-dihvdro-1H- 
isoquinolin-2-yr|-2-oxo-ethyn-isobutyramide 
30 A. 7-Nitro-1 .2.3.4-tetrahydrQ-isoquinoline 

To 43.1 g (324 mmol) of 1,2,3.4-tetrahydro-isoquinoline was added 160 
mL of concentrated sulfuric acid with Ice bath cooling. Potassium nitrate 35.2 g 
(348 mmol) was added in portions to the stirring mixture, while maintaining an 
intemal temperature below 5*'C. The mixture was allowed to stand at ambient 
35 temperature for 72 h, and then basified with aqueous ammonia and extracted 
four times with chloroform. The combined organics were dried over MgS04 
and concentrated to give a dark brown oil. The oil was dissolved in 240 mL of 
ethanol and 40 mL of concentrated hydrochloric acid was added to the mixture 
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with cooling. The precipitated material was collected by filtration and washed 
with cold ethanol to give 25.0 g of a tan solid. The crude material was 
partitioned between IN NaOH and ethyl acetate. The ethyl acetate layer was 
washed once with brine, dried over Na2S04 and concentrated. The dinitrated 
5 telrahydroisoquinoline was removed by crystallization from ether/hexanes. 
The mother liquor was concentrated to give 2.19 g of 7-Nitro-1 ,2,3,4-tetrahydro 
isoquinoiine. 

B. (1 -f1 -(RVBenzyloxymethyl-2-(7-nitro-3.4-dihydro-1 H-isoquinolin-2- 
yl)-2-oxo-ethylcarbamoylV1-methyl-ethyn-carbamic acid tert-butyl ester 

10 According to General Procedure A, 100 mg (0.57 mmol) of 6 A and 228 

mg (0.60 mmol) of 3 were coupled, and the product was purified by silica gel 
chromatography (99:1 v/v CH2Cl2:MeOH) to give 220 mg of SB as a white 

foam. 

C. f 1 -f 2-f 7- Amino-3.4-dihydrQ-1 H-isoqumQlin-2-yn-1 -f R V 

15 benzyloxymethyl-2-oxo-ethylcarbamoyl>1 -methyt-ethyl>-carbamic acid tert- 
bVityl ggtgr 

To a solution of 222 mg (0.41 mmol) of 6B in 2.5 mL of ethanol and 1 .5 
mL of water was added 1 10 mg (1.96 mmol) of Iron powder, and 12 mg (0.22 
mmol) of ammonium chloride. The mixture was refluxed for 45 min, and 

20 another 110 mg of iron powder, and 24 mg of ammonium chloride was added 
to the reaction mixture and refluxing continued for another 1 h. The hot 
solution was filtered through celite and concentrated. The residue was 
dissolved in ethyl acetate and washed once each with water and brine, dried 
over Na2S04 and concentrated. The product was purified by silica gel 

25 chromatography (98:2 v/v CHCl3:MeOH) to give 147 mg of 6C as a white foam. 
MS (CI, NH3) 511 (MH+) 

D. <1 -{1 -mVBen2yloxymethyl-2-r7W3-methyUureidoV3.4-dihvdro-1 H- 
isoquinonn-2-yl]-2-oxo-ethylcarbamoyl)"1 -methyl-ethyh-carbamic acid tert-butyl 
ester 

30 To a solution of 68 mg (0.13 mmol) of 6C in 3 mL of methylene chloride 

was added 0.40 mL (6.67 mmol) of methyl isocyanate, and the mixture was 
stirred for 17 h under nitrogen at 24°C. The mixture was concentrated and the 
product was purified by silica gel chromatography (98:2 v/v CHCl3:MeOH) to 
give 55 mg of the title compound as a white foam. 

35 E. 2- Amino-N-f 1 -f RVbenzyloxvmethvl-2-r7-f3-methyl-ureidoV3.4- 

dihydro-1HHSoquinolin-2-vl1-2>oxo-ethyl)-isobutyramide 

According to General Procedure B, 55 mg (0.097 mmol) of 6D was 
deprotected to give 41 mg of the title compound as a white foam. 
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1h NMR (CDCI3 250MHz) (2:1 mixture of rotamers) 5 8.37-8.52 (m, 1H), 
7.54 (bs, 0.67H), 7.41 (bs, 0.33H). 7.11-7.31 (m, 7H), 6,89-7.03 (m, 2H), 5.52- 
5.60 (m. 0.67H), 5.42-5.50 (m, 0.33H), 4.64 (bs. 1H), 4.59 (bs. 1H). 4.50 (d, 2H). 
4.42 (bs, 1H). 3.61-3.90 (m. 4H). 2.62-2.77 (m, 4H), 1.55-1.72 (bs, 2H). 1.32 (s, 
5 6H). 

MS (CI, NH3) 468 (MH+) 

Example 7 

2-Amino-N-n-m)-ben2yloxymethyl-2-(6-f2-f3-methyl-ureido)-phenyn-3.4- 
dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl)-isobutyramide 
10 A. Phenyl-carbamic acid tert-butyl ester 

To a solution of 21 .8 g {100 mmol) of di-tert-butyl-dicarbonate in 1 L of 
methylene chloride was added 10.0 g (100 mmol) of aniline. The mixture was 
stirred at 24*'C overnight and then concentrated. The residue was dissolved in 
ether and washed ten times with dilute aqueous acetic acid, once each with IN 
15 NaOH and brine, dried over MgS04 and concentrated to give 8.6 g of 7 A as a 
white solid. 

B. 2-tert-Butoxycarbonylamino-phenvlboronlc acid 
To 8.00 g (41 .4 mmol) of Phenyl-carbamic acid tert-butyl ester in 103 mL 
of tetrahydrofuran at -78**C, 58.5 mL (99.5 mmol) of 1.7M tert-butyllithium in 

20 pentane was added dropwise. The mixture was warmed to ^20*^C and stirred at 
that temperature for 1 h after which time the reaction was cooled to ■78°C, and 
12.2 mL (107.7 mmol) of trimethylborate was added dropwise. The mixture 
was concentrated and 500 mL of ether and 125 mL of IN HCI was added. The 
mixture was stirred at 24°C for 1 0 min. The layers were separated and the 

25 ethereal portion was washed once each with water and brine, dried over 
MgS04 and concentrated. The product was purified by silica gel 
chromatography (50:50 v/v EtO Ac:hexanes) to give 4.49 g of 78 as a foam. 

1h NMR (CDCI3 300MH2) 5 9.16 (s. 1H), 8.85 (d. 1H). 7.37 (t, 1H). 
7.06 (t, 1H), 1.48 (s, 9H). 

30 C. 6-Methoxv-1.2.3.4-tetrahvdro-isoQuinQline 

To 20.0 g (132 mmol) of B-{m-methoxy) phenylethylamine was added 
20.4 g (140 mmol) of 20% formaldehyde solution, and the mixture heated at 
85°C for 1 h. After cooling to room temperature, the mixture was extracted with 
benzene. The organic phase was washed three times with water, once with 

35 brine, dried over Na2S04 and concentrated to give 26.8 g of an oil. To the 
resulting oil was added 26.0 g of a 20% aqueous hydrochloric acid solution, 
and the mixture was heated at SS'^C for 45 min. The mixture was basified with 
IN NaOH to pH 1 1 and extracted with ether. The ether layer was washed with 
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water and brine, dried over MgS04, and evaporated. The crude product was 
purified by silica gel chromatography using a gradient of 5%, 10%, and 20% 
methanol in chloroform to give 8,00 g of 7C as an oil. 

D. 6-Hydroxy-3.4-dihydro-1 H-lsoquinoline-2-carboxvlic acid benzvl 

5 ester 

A solution of 8.00 g (49 mmol) of 6-Methoxy-1 ,2,3,4-tetrahydro- 
isoqutnoiine in 196 mL of 48% hydrobromic acid was refluxed for 3 h. The 
mixture was then concentrated and coevaporated several times with ethanoL 
The resulting slurry was filtered and dried under vacuum to give 7.43 g of 

10 1 ,2,3,4-Tetrahydro-isoquinolin-6-ol hydrobromide as a solid. To 7.38 g of the 
crude hydrobromide dissolved in 1 17 mL each of dioxane and water was 
added 6.34 g (35.3 mmol) of benzyl chloroformate with ice bath cooling. AIM 
solution of potassium carbonate was slowly added until a pH of 10 was 
maintained. The mixture was stirred overnight at room temperature. Excess 

15 dioxane was removed by evaporation, and the resulting aqueous mixture was 
acidified with 1 N HCI and the product extracted with ethyl acetate. The organic 
portion was washed with water and brine, dried over Na2S04 and 
concentrated to give 10.4 g of an oil which was crystallized from ether/hexane 
to give 7.05 g of 7D as a solid. 

20 E. 6-<2-tert-Butoxvcarbonylamino-phenyl)-3.4-dihvdro-1H-isoQuinoline- 

2-carboxvlic acid benzvl ester 

To a solution of 4.00 g (14.1 mmol) of 7D in 1 1 mL of methylene chloride 
was added 7.09 g (89.7 mmol) of pyridine. The mixture was cooled in an ice 
bath, and a of 4.70 g (16.7 mmol) of triflic anhydride was added to the stirring 

25 solution over 20 min. Once the addition was complete, the mixture was stirred 
at 0°C for 30 min. The reaction mixture was then poured into brine and the 
product extracted with ether. The ether phase was then washed three times 
with IN HCI, once each with water and brine, dried over MgS04 and 
evaporated to give the 6-(Trifluoro-methanesulfonyloxy)-3.4-dihydro-1H- 

30 isoquinoline-2-carboxylic acid benzyl ester as an oil which crystallized on 
standing. 

A mixture of 4.10 g (10.3 mmol) of crude 6-{T rifluoro- 
methanesulfonyloxy)-3,4-dihydro-1 H-isoquinoline-2-carboxylic acid benzyl 
ester, 3.25 g (13.7 mmol) of 7B. 1 .0 g of 
35 tetrakis(triphenylphosphine)palladium(0), 3.77 g (27.3 mmol) potassium 

carbonate, 45 mL toluene, 28 mL ethanol. and 18 mL of water were heated at 
90*^0 overnight. The mixture was diluted with ethyl acetate and washed twice 
with saturated aqueous sodium bicarbonate, once with brine, dried over 
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MgS04 and concentrated to give an oil which was purified by silica gel 
chromatography (85:15 v/v hexanes.EtO Ac) to give 3.80 g of 7E. 

F. 6-f2-Amino-Dhenvi^-3 4-dihvdro-1H .isQqtjinnline-2-carboxv lin ariri 
benzvl ester 

5 The product from 7E 3.80 g (8.3 mmol) was deprotected according to 

General Procedure B to give 2.63 g of 7F as a glass. 

G- 6-f2-(3-Methvl-ureido)-p henvl]-3.4-dihvdro-1H-isnQuinQline-2- 
carboxvlic acid benzy l estar 

To a solution of 1 .36 g (3.8 mmol) of 7F in 45 mL of methylene chloride 
10 and 0.403 g (3.99 mmol) triethylamine was added a solution of 0.376 g (1.27 
mmol) triphosgene in 8 mL of methylene chloride dropwise. The mixture was 
stirred at room temperature for 5 h. The mixture was purged with nitrogen for 
25 min and then concentrated. The residue was dissolved in 21 mL of 
methanol and 15.8 mL of 40% aqueous methylamine was added to the stirring 
15 solution. The mixture was stirred at room temperature for 72 h and then 
concentrated. The mixture was diluted with water and extracted with ethyl 
acetate. The organic phase was washed with brine, dried over MgS04 and 
concentrated to give a foam which was crystallized from ethyl acetateThexanes 
to give 0.71 1 g of 7G as a white solid. 
20 H. 1 -Methvl-3-f2-f 1 ■2.3.4-t etrahvdro-isoauinolin-6-yl Vphenvn-iiraa 

To 0.70 g (1 .69 mmol) of 7G in 1 0 mL ethanol was added 0.350 g of 
10% palladium on carbon and the mixture hydrogenated at 55 psi for 1.5 h. 
The catalyst was removed by filtration through celite, and the mixture 
concentrated. 7H was obtained in quantitative yield and used in the following 
25 step without purification. 

f1-fRVBen2vloxvmethvl.2-f6-r2.r.'^- methvl-ureidoVDhenvl].3,4-dihvdro- 
1 H-isoauinolin-P -vH.2-oxo-ethvn-carbamic acid tert-butyl ester 

According to General Procedure A, 150 mg (0.53 mmol) of 7H and 157 
mg (0.53 mmol) of N-t-BOC-O-benzyl-D-serine were coupled . The product 
30 was purified by silica gel chromatography (60:40 v/v EtOAc:hexanes) to give 
21 1 mg of 71 as a foam. 

J. 1-(2-r2-f2-Amino-3- benzvlQxv-DroDionvn-1 .2.3.4-tetrahvdro- 
isoauinolin-6-vl]-Dhenvn-3-methvl-urea 

Following the method outlined in General Procedure B, 205 mg (0.367 
35 mmol) of 71 was deprotected to give 132 mg of 7J. 

K. f1-f1-fR)-Ben2vloxvmet hvl-2-(6-f2-^3-methvl-tireido>-Dhenvn-3-4- 

dihvdro-1H-isonuinolin-2-vn- 2-oxo-ethvlf;arbamovn-l-methvl.pthvn-carbamic 
acid tert-butvl ester 
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According to General Procedure A, 130 mg (0.28 mmol) of 7J and 58 
mg (0.28 mmol) of N-t-BOC-a-methylalanine were coupled and the resulting 
product was purified by silica gel chromatography (75:25 v/v EtOAcrhexanes) 
to give 142 mg of 7K as a foam. 
5 L. 2-AmlnQ-N- n-m^-ben2yloxymethyl-2-(6-r2-f3-methvl-ureidoVDhenyl1- 

3.4- dihydro-1 H-fsoquinQlin-2>yl)-2-oxo-ethvn-isobutyramide 

According to General Procedure B, 142 mg (0.22 mmol) of 7K was 
deprotected to give 96 mg of the title compound as a white foam. 

1h NMR (CDCI3 300MHz) 5 8.32 (m, 1H), 7.86 (m, 1H), 7.01-7.45 (m, 
10 12H). 6.10-6.33 (m, 1H), 5.09-5.27 (m, 1H). 4.43-4.84 (m, 5H), 3.60-3.85 (m, 
3H), 2.62-2.96 (m, 5H), 1.32 (bs, 6H). 
MS(CI, NH3)544(MH+) 

Example 8 

(R)-N-f3-(2-{1-f2-(2-Amino-2-methyl-propionylaminoV3-benzvloxy-Dropionvl]- 
15 piperidin-4-vll-ethylVbenzo[d1isoxazol-6-yl]-ben2amide 

A. N-[3-(2-Pipertdin-4-yt-ethyl)-benzo(^dlisoxazol-6-ylVben2amide 
4-[2-(6-Benzoylamino-benzo[d]isoxazol-3-yl)-ethyl]-piperidine-1- 

carboxyiic acid tert-butyl ester was prepared as described by Villabolos et al., 
In J. Med- Chem. 1994 37 p2721-24 (example 2h). According to General 
20 Procedure B, 200 mg (0.44 mmol) of this material was then deprotected to give 
8A in quantitative yield. 

B. f1-(2-{4-f2-(g-Bgn2oylamino-benTO[d]igOxa?Ql'3-yl)-gthyl]-pi 
yl)-1-(R^-benzyloxymethyl-2-Qxo-ethylcarbamoyn-1-methyl-ethyn-carbamic 
acid tert-butyl ester 

25 Following the method outlined in General Procedure A, 55 mg (0.16 

mmol) of 8A and 60 mg (0.16 mmol) of 3 were coupled and the product was 
purified by silica gel chromatography (60:40 v/v ethyl acetate:hexanes) to give 
88 as a foam. 

C. fR^N-r3-f2-f1-r2-f2-Amino-2-methyl-propionylamtnoV3-benzyloxy- 
30 propiQnyl]-piperidin-4-yl}-ethyl)-benzafd]isoxazol-6-yl]- 

benzamide 

According to General Procedure B, 29 mg (0.04 mmol) of 8B was 
deprotected to give 20 mg of the title compound as a foam. 

1 H NMR (CDCI3 250MHz) (1:1 mixture of rotamers) 5 8.19-8.31 (m, 2H), 
35 8.09 (m, 1 H). 7.93 (d, 2H) 7.38-7.52 (m, 5H), 7.20-7.38 (m, 4H), 5.01 -5.1 6 (m, 
1H), 4.54-4.67 (m, 1H). 4.42-4.53 (q, 2H). 3,90-4.03 (m. 1H). 3.54-3.68 (m, 2H), 
2.84-3.01 (m. 3H), 2.37-2.70 (m, 6H). 1.49-1.88 (m. 5H), 1.40 (s. 6H). 
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Example 9 

N-f2-f7-Acetvlamino-3.4-dihydrQ-1H-isoquinoiin-2-ylV1-mVbenzyloxymeth^ 

oxo-ethyt]-2-amino-isobutyramide 

A. (1-[2-(7-Acetylamino-3-4-dihydro-1H-isoquinolin-2-yn-1WR)> 

5 benzyloxymethyl-2-oxo-ethylcarbamQvn-1 -methyl-ethyl)-carbamic acid tert- 
butyl ester 

To a mixture of 75 mg (0.15 mmol) of 6C, and 36 mg (0.44 mmol) of 
sodium acetate in 2 mL of methylene chloride was added 12 mL (0.16 mmol) of 
methanesulfonyl chloride and the resulting mixture was stirred overnight at 
10 24**C. The mixture was diluted with 20 mL of ethyl acetate, and washed three 
times with IN NaOH, and once each with 1N HCI and brine. The solution was 
dried over MgS04 and concentrated to give 52 mg of 9A as a clear oil. 

B. N-[2-^7-Acetylamino-3.4-dihydro-1H-isQquinolin-2-yn-1>(RV 
ben2yloxymethyl-2-oxo-ethyl]-2-amino-isobutyramide 

15 According to General Procedure B, 52 mg (0.091 mmol) of 9 A was 

deprotected and 26 mg of the title compound was obtained as a clear oil. 

"■H NMR (CDCI3 250MHz) (2:1 mixture of rotamers) 5 8.33 (d, 1H), 
7.65 (s, 0.67H). 7.56 (s, 0.33H), 7.15-7.38 (m, 7H), 6.99-7.19 (m, 1H), 5.10-5.23 
(m, 1H), 4.65-4.72 (m. 2H), 4.42-4,50 (m, 2H), 3.55-3.87 (m, 5H). 2.65-2.82 (m, 

20 2H), 2.16 (S,3H), 1.34 (s,6H). 
MS (CI, NH3) 453 (MH+) 

Example 10 

2-Amino-N-(1-/R)-ben2yloxymethyl-2-oxo-2-f4-(2-oxo-1.4-dlhydro-2H- 
quinazolin-3-vn-piperidin-1-yll-ethyl>-isobutyramide hydrochloride 
25 A. (1 -{1 -m VBenzyloxymethyl-2-oxo-2-[4-f2-oxo-1 .4-dihydro-2H- 

quinazolin-3-yl)-ptperidin-1-yl]-ethylcarbamovl)-1-methyl-ethyn-carbamic acid 
tert-butyl ester 

Following the method outlined in General Procedure A. 14 mg (0.052 
mmol) of 3.4-Dihydro-1H-quinazolin-2-one and 21 mg (0.055 mmol) of 3 were 
30 coupled and the product was purified by silica gel chromatography (99:0.75 
v/v CHCl3:MeOH) to give 27 mg of 1 0A as a clear oil. 

B. 2-Amino-N-{1 -(R)-benzyloxymethyl-2-oxQ-2-[4-(2-oxo-1 .4-dihydro- 
2H-qulnazolin-3-yn-DiDeridin-1-vl1-ethyll-isobutyramide hydrochloride 

According to General Procedure C, 27 mg (0.045 mmol) of IDA was 
35 deprotected to give 21 mg of the title compound as a yellow solid. 

1H NMR (CD3OD 250MHz) 5 7.20-7.41 (m. 6H), 7.03-7.20 (m, 2H). 
6.73-7.01 (m, 1H), 5,11-5.22 (m, 1H), 3.98-4.79 (m. 8H), 3.70-3.84 (m. 2H). 
3.10-3.26 (m. 1H). 2.61-2.90 (m. 1H). 1.85-2.32 (m. 2H), 1.55-1.78 (m, 9H). 
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MS (CI. NH3) 494 {MH+) 

Example 11 

2-Amino-N-l1-m^benzvloxvmethyl-2*r6W2- 
methanesulfonvlamino-DhQnyn-3.4Hjihvdro-1H-}soquinolin'2*vlV2-oxo-ethvn 
5 isobutyramide hydrochloride 

A. 6-f2-Methanesulfonylammo-DhenylV3.4-dihydro-1H-isoquinoline-2- 
carboxvlic acid benzvl ester 

To 249 mg (0,695 mmol) of 7F and 84 mg (0.083 mmol) of triethylamine 
in 3.5 mL of methylene chloride was added 87 mg (0.765 mmol) of 

10 methanesulfonyl chloride and the mixture stirred overnight at 24''C. An 

additional 16 mg of triethylamine and 18 mg of methanesulfonyl chloride were 
added, and the mixture stirred for an additional 6 h. the reaction mixture was 
poured into an aqueous sodium bicarbonate solution, and the product 
extracted twice with methylene chloride. The combined organics were dried 

15 over Na2S04 and concentrated. The product was purified by silica gel 
chromatography (2:1 v/v hexanes:EtOAc) to give 291 mg of 11 A as an oil. 

B. N-[2-M.2.3.4-Tetrahydro>isoquinolin'6-yn-phenyn- 
methanesulfonamide 

A mixture of 280 mg (0.642 mmol) of 11 A and 160 mg of 10% palladium 
20 on carbon in 20 mL of ethanol was hydrogenated at 50 psi for 2 h. An 

additional 1 00 mg of catalyst was added and the hydrogenation continued for 
an additional 1.5 h. The catalyst was removed by filtration through celite, and 
the solution concentrated to give 120 mg of a white solid which was 
recrystallized from methanol/hexane to give 61 mg of 11B as a white solid. 
25 C. M-{1-(m-Benzyloxymethvl-246-f2-methanesu lfQnylaminO'Dhenvn- 

3.4-dihydrQ-1H-isQquinolin-2-ylV2-oxo-ethylcari3am oylV1-methyl-ethyn- 
carbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 55 mg (0.18 
mmol) of 118, and 68 mg (0.18 mmol) of 3 were coupled and the product was 
30 purified by silica gel chromatography (1:1 v/v hexanesrethyl acetate) to give 15 

mg of lie as a foam. 

D, 2-AminQ-N-(1-(RVbenzylQxymethvl-2-f6-r2-m6thanesulfQnylamino- 
phenyn-3 4-dihydro-1H-isoQuino lin-2-ylV2>oxo-ethvl)HSObutvramicle 
hydrochloride 

35 According to General Procedure C, 15 mg (0.02 mmol) of 11C was 

deprotected to give 10 mg of the title compound as a white solid. 



wo 96/35713 



FCT/IB95/00333 



-72- 

1HNMR (CD3OD25OMH2) (1:1 mixture of rotamers) 5 8^8 (d. 1H), 
7.14-7.52 (m, 12H),5. 14-5.37 (m, 1H), 4.69-4,82 (m, 3H), 4.46-4.56 (m, 2H). 
3.70-3.93 (m. 4H), 2.75-3.06 (m, 2H), 2.72 (s, 3H), 1 .52 (bs, 6H). 
MS (CI, NH3) 565 (MH+) 
S Example 12 

2-Amino-N-f1-fRVben2yloxymethyl-2-oxo-2-f4-fphenyl-propioriyl-arninoV 
piperidin-1-yl]-ethvn-isobutvramide hydrochloride 

A. (1-1 1 -(R VBen2yloxymethyl-2-oxQ-2-[4-(phenvl-propionvl-amtnoV 
plperidin-1-yl]-ethylcarbamoyl}-1-methyl-ethyl)-carbamic acid tert-butyl ester 

10 According to the method outlined in General Procedure A. 30 mg (0.13 

mmol) of 4-(N-propionylanilino)-piperidine and 48 mg (0.13 mmol) of 3 were 
coupled and the product was purified by silica gel chromatography (1:1 v/v 
hexanesrethyl acetate) to give 67 mg of 12A as an oil. 

B. 2-Amino-N-( 1 -f R Vben2yloxymethyl-2-oxo-2-f4-f phenyl-propionyl- 
15 amino)-piperidin-1 -yn-ethyl)-isobutyramide hydrochloride 

According to General Procedure C, 67 mg (0.11 mmol) of 12A was 
deprotected to give 50 mg of the title compound as a white solid. 

"•HNMR (CD3OD 250MH2) 6 7.1 1-7.47 (m, 12H), 5.00-5.10 (m, 1H), 
4.63-4,81 (m, 2H), 4.49-4.62 (m, 2H), 4.27-4.38 (m, 1H), 3.94-4.21 (m. 1H), 
20 3.45-3.68 (m, 2H), 2.99-3.23 (m, 1 H). 2.62-2.80 (m, 1 H), 1 .81-2.00 (m, 4H). 1 .52 
(s, 6H), 1 .07-1 .38 (m, 3H), 0.97 (t, 3H). 
MS (CI. NH3) 495 (MH+) 

Example 13 

(R)-N-{2-[2-(2-Amino-2-methyl-propionylamino)-3-f1H-indol-3-yl)-propionyl]- 
25 2.3-dihvdro-1 H-isoindol-5-vll-ben2amide hydrochloride 

A. f R^-f 1 -f 1 -f5-Amino-1 .3-dihydro-isoindole-2-carbonyn-2-(1H-mdol-3- 
vn-€thvlcarbamoyl]-1-methyl-ethyl)-carbamic acid tert-butyl ester 

According to General Procedure A, 330 mg (2.46 mmol) of 43C and 960 
mg (2.46 mmol) of 4C were coupled and 1.10 g of 13A was recovered as a 
30 yellow solid. 

B. fR>-f1-[1-(5-Ben2oylamino-1.3-dihydro-isoindole-2-carbonyn-2-nH- 
indol-3-yn-ethylcarbamovl1-1-methyl-ethyl)-carbamic acid tert- 

butvl ester 

A mixture of 300 mg (0.59 mmol) of 13 A, 98 mg (0.69 mmol) of ben2oyl 
35 chloride and 85 mg (0.69 mmol) of 4-dimethylaminopyridine in 5 mL of 
methylene chloride was stirred overnight at room temperature. The mixture 
was diluted with chloroform and washed twice each with 1 0% hydrochloric 
acid, saturated aqueous sodium bicarbonate and brine. The solution was 
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dried over MgS04 and concentrated and the product was purified by silica gel 
chromatography using a gradient of 75% ethyl acetate in hexane to 100% ethyl 
acetate to give 60 mg of 13B as a white solid. 

C. ^RVN-f2-f2-(2-AminQ-2-methvl'proDionvlanriino)-3-nH-indol-3-yh- 
5 DroDionvn-2,3-dihvdro-1 H-isoindol-S-vn-benzamide hydrochloride 

To 60 mg (0.1 0 mmol) of 13B in 2 mL of ethanol was added 2 mL of 
concentrated hydrochloric acid, and the mixture was stirred at room 
temperature for 1 h. The mixture was concentrated and dissolved in a trace 
amount of methanol. Methylene chloride was added until the product 
10 precipitated from solution giving 50 mg of 13C as a white solid. 

1H NMR (CD3OD, 250MH2) 5 10.12 (d, 1H), 8.45 (d. 1H). 7.93 (d, 2H), 
7.49-7.72 (m. 7H), 7.04-7.35 (m, 5H), 4,98-5.08 (m, 1H), 4.65-4.81 (m. 1H). 
4.46-4.60 (m, 1H), 3.34-3.52 (m, 2H), 1.62 (s. 6H). 
LSIMS-MS 533(M+Na) 
15 Example 14 

N-f2-f4-^Acetylamino-methvn-4-phenvl-DiDeridtn-1-ylM-mVbenzvloxvmethvl- 
2-oxo-ethvl)-2-amino-isobutyramlde 
A. f1-f2-r4-rAcetvlamino-methyl)-4-Dhenvl-piperidin'1-vn-1-(R)- 
benzvloxvmeth vl -2-oxo-eth vIcarbamoylM -methvl-ethvn-carbamic acid tert- 
20 butvl ester 

According to the method outlined in General Procedure A, 46 mg (0.21 
mmol) of N-(4-Phenyl-piperidln-4-ylmethyl)-acetamide and 85 mg (0.22 mmol) 
of 3 were coupled, and the product was purified by silica gel chromatography 
(95:5 v/v chloroform:methanol) to give 111 mg of 14A as a clear oil. 
25 B. N-f2-f4-(Acetylamino-methylM-Dhenvl-DiDeridin-1-vl1-1-fRV 

benzvloxvmethvl-2-oxo-ethvll-2-amino-isobutvramide 

According to General Procedure B, 110 mg (0.18 mmol) of 14A was 
deprotected to give 72 mg of the title compound as a white foam. 

"•hnMR (CDCI3 250MHz) (1 :1 mixture of rotamers) 5 7.16-7.40 (m, 
30 10H), 5.92-6.03 (t, 0.5H). 5.61-5.68 (t. 0.5H). 4.93-5.04 (m, 1H). 4.43-4.58 (q, 
1H). 4,30-4.43 (q, 1H), 3.84-4.03 (m. 1H). 3.46-3.78 (m. 3H), 3.00-3.42 (m, 6H). 
1.87-2.17 (m, 2H), 1.83 (d, 3H). 1.61-1.82 (m, 1H). 1.28 (d. 3H), 1.24 (d, 3H). 
MS (CI, NH3) 495 (MH+) 
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Example 15 

(R)-N-{2-[2-(2-Amino-2-methyl-propionylamino)-3*benzyloxy-propionyl]- 
1 .2.3,4-tetrahydrO'isoquinolin-7-yl)-ben2amicle hydrochloride 

A. {1'[2-(7-Ben2oylamino-3.4-dihydro*1H"isoquinolin-2-yt)-1>(R)- 

5 ben2yloxymethyl-2-oxO'ethylcarbamQyl]-1 -methyl-ethyl}-carbamic add tert- 
butyl ester 

To a mixture of 50 mg (0.10 mmol) of 6C in 1 mL of methylene chloride 
was added 14 mg (0.14 mmol) of triethylamine. The mixture was cooled to 
O'^C, and 17 mg (0,12 mmol) of benzoyl chloride was added. The stirring 

10 mixture was allowed to warm to room temperature over 1.5 h, and the mixture 
was then poured into a saturated solution of sodium bicarbonate and extracted 
with ethyl acetate. The organic phase was washed once with brine, dried over 
Na2S04 and concentrated. The product was purified by silica gel 
chromatography using 100% chloroform followed by 5% methanol in 

15 chloroform to elute. Recovered 48 mg of 15A as a foam. 

B. (R)-N-{2-[2-(2-AminQ-2-methyl-propiohylamino)-3-ben2yloxy- 
propionyf]>1,2-3.4-tetrahydro-isoquinolin-7-yl)-ben2amide hydrochloride 

According to General Procedure C, 48 mg (0.08 mmol) of ISA was 
deprotected, to give 44 mg of the title compound as a white solid. 
20 ^ H NMR (CD3OD 250MH2) 5 7.78-7.92 (m, 2H), 7.41-7.22 (m, 5H), 

7.04-7.38 (m. 8H), 5.22-5.40 (m, 1H), 4.41-4.72 (m, 4H), 3.62-3.90 (m, 5H). 
2.71 -2.90 (m. 2H). 1 .60 (bs, 6H). 
MS (CI, NH3)515(MH+) 

Example 16 

25 2-Amino-N-(1 -(R)-ben2yloxymethyl-2-f4-M ,3-dioxo-1 .3-dihydro-isoindol-2- 
ylmethylVptperidin-1-yn-2-oxo-ethy l}-isQbutvramlde 
A. 2-Piperidin-4-ylmethyl-isoindole-1 .3-dione hydrochloride 
To a mixture of 148.0 g (1.0 mol) of phthalic anhydride and 15 mL of 
triethylamine in 1.5L of xylene was slowly added 108.0 g (1.0 mol) of 4- 
30 (Aminomethyl)pyridine with mechanical stirring. The resulting solid was 
collected by filtration. The N-Pyridin-4-ylmethyl-phthalamic acid was then 
cycli2ed, by heating 235 g (0.88 mol) to the melt stage for 15 min. The mixture 
was allowed to cool slightiy and 2.5 L of ethanol was added to the warm 
reaction mixture, and the solution filtered. Upon cooling, the mixture 
35 crystallized to give 188.0 g of 2-Pyridin-4-ylmethyl-isoindole-1, 3-dione (m.p. 
166-167.5'^C). A mixture of 23.8 g (0.1 mol) of 2-Pyridin-4-ylmethyl-isoindole- 
1 ,3-dione and 1 .3 g of platinum oxide in 400 mL of methanolic HCI was 
reduced at 50 psi until no starting material could be detected by TLC. The 
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mixture was filtered through celite and concentrated to give 22.0 g of 2- 
. Piperidin-4-ylmethyl-isoindole-1,3-dione hydrochloride as a white solid. A 
small sample was recrystaliized from ethanol to give an analytically pure 
sample of 16A (m.p. 241-242.5^0). 
5 B. (1-f1-(R^-Benzvloxvmethvl-2-r4-M.3-dioxQ-1.3-dihydro-isoindof-2- 

ylmethyl)-piperidin-1-yl]-2-oxo-ethylcarbamoyl)-1-methyl-ethyl)-carbamic acid 
tert-butyl ester 

According to the method outlined in General Procedure A, 83 mg (0,21 
mmol) of 3 and 53 mg (0.21 mmol) of 2-Piper!din-4-ylmethyl-isoindole-1 ,3- 
10 dione hydrochloride were coupled, and the product was purified by silica gel 
chromatography (95:5 v/v chloroform:methano!) to give 14 mg of 168 as a 
clear oil. 

C. 2-Amino-N-f 1 'fR^-benzvloxymethvl-2-[4-(1 .3-dioxo-1 .3-dihvdro- 
isoindol-2-vlmethyn-piperidin-1-yn-2-oxo-ethyl}-isobutyramide 
15 According to General Procedure B, 10 mg (0.016 mmol) of 16B was 

deprotected to give 7 mg of the title compound as a clear oil. 

1hNMR (CD3OD 250MH2) (1:1 mixture of rotamers) 5 7.75-7.89 (m, 
4H), 7.20-7.39 (m, 6H). 4.98-5.09 (m, 1H), 4.41-4.59 (m, 4H), 3.94-4.07 (m, 1H), 
3.60-3.78 (m, 2H), 3.57-3.60 (d, 1H), 2.96-3.12 (m, 1H). 2.57-2.74 (m, 1H). 
20 2.00-2.1 2 (bm. 1 H), 1 .60-1 .78 (m, 2H), 1 .26-1 .37 (m, SH). 
MS (CI, NH3) 507 (MH+) 

Example 17 

2-Amino-N-{1-(R)-ben2yloxymethyl-2-[4-fmorphorine-4-carbonyl)-4-phenyl- 
piperidin-1-yr|*2-oxo-ethyl}-isobutyramide 
25 A. f1-l1-fRVBenzylQxymethyl-2-r4-(morpholine-4-carbonyn-4-phenyl- 

piperidin-1 -yn-2-oxo-ethylcarbamoyl}-1-methyl-ethyl)'Carbamic acid tert-butyl 
ester 

According to General Procedure A, 26 mg (0.068 mmol) of Morpholin-4- 
yl-(4-phenyl-piperidin-4-yl)-methanone hydrochloride and 20 mg (0.065 mmol) 
30 of 3 were coupled and the product was purified by silica gel chromatography 
(99:1 v/v chloroform:methanol) to give 42 mg of 17A as a clear oil. 

B. 2-Amino-N-{1-(R)-ben2yloxynniethyl-2-f4-(morpholine-4-carbonyl)-4- 
phenyl-piperidin-1-yn-2-oxo-ethyl}-isobutyramide 

According to General Procedure B. 42 mg (0.66 mmol) of 17A was 
35 deprotected to give 27 mg of the title compound as a clear oil. 

1HNMR (CDCI3 250MHz) 5 7.13-7.39 (m. 1 0H), 6.97-7.02 (d. 1H). 
5.00-5.12 (m, IN), 4,38-4.52 (m, 3H), 3.82-4.00 (m. 1H), 3.51-3.67 (m, 3H), 
2.96-3.50 (m, 9H). 2.20-2.34 (m. 1H), 1.57-2.11 (bm, 3H). 1.29 (s. 6H). 



wo 96/35713 



PCT/IB95/00333 



-76- 

MS (CI, NH3) 537 (MH+) 

ExampI 18 

(R)-1'-f2-(2-Amino-2-methyl-propionvlamino)-3--benzyloxy-propionyl]- 
[1.4']bipiperidinyl-4''Carboxylic acid amide hydrochtoride 
5 A. {1-f1-fRVBenzyloxvmethvl-2-f4'-carbamovl-ri.41biDiperidm^^ 

oxo-ethylcarbamovIM -methyl*ethvl)-carbamic acid tert-butyl ester 

According to the method outlined in General Procedure A, 21 mg (0.055 
mmol) of 3 and 11 mg (0.052 mmol) of 4-carbamyl-4-piperldinopiperidine were 
coupled and the product was purified by silica gel chromatography (99:0.75 v/v 
10 chloroformrmethanol) to give 25 mg of 18A as a glass. 

B. (R)'1'-f2-f2-Amino-2-methyl-propionylaminoV3-benzvlGxv-proDionvn- 
f1.4'1bipiperidinyM'-carboxylic acid amide hydrochloride 

According to General Procedure C, 25 mg (0.044 mmol) of 18A was 
deprotected to give 19 mg of the title compound as a white solid. 
15 ""H NMR (CD3OD 250MHz) (1:1 mixture of rotamers) 5 8.32 (d, 0.5H), 

8.27 (d, 0.5H), 7.26-7.42 (m, 5H). 5.06-5.19 (m, 1H), 4.48-4.70 (m, 3H), 4.21- 
4.34 (m, 1H), 3.64-3.79 (m, 3H), 3.38-3.50 (m, 1H), 2.91 3.18 (m, 2H). 2.48-2.91 
(m, 4H), 1.76-2.12 (m, 8H), 1.57 (s, 6H). 
MS (CI, NH3) 474 (MH+) 
20 Example 19 

(R)-2-Amino-N-[2-f5-diphenylacetylamino-1.3-dihydro-isoindol-2-yl)-1-(1H- 
indol-3-ylmethyl)-2-oxo-ethyn-isobutyramide hydrochloride 

A. (R)-(1-[2-(5-Diphenylacetylamino-1.3-dihydro-isoindol-2-vlVl-nH- 
indol-3-ylmethyn-2-oxo-ethylcarbamovn-1-methyl-ethyl}-carbamic acid 

25 A mixture of 300 mg (0.59 mmol) of 13A, 1 60 mg (0.68 mmol) of 

diphenylacetylchloride and 83 mg (0.68 mmol) of 4-dimethyIaminopyridine in 5 
mL of methylene chloride was stirred overnight at room temperature. The 
mixture was diluted with chloroform and washed twice each with 10% 
hydrochloric acid, saturated aqueous sodium bicarbonate and brine. The 

30 solution was dried over MgS04 and concentrated. The product was purified 
by silica gel chromatography using a gradient of 75% ethyl acetate in hexane 
to 100% ethyl acetate to give 150 mg of 19A as a white solid. 

B. fR^2-Amino-N-r2-(5-diphenvlacetylamino-1.3-dihydrQ-isoindol-2-yn- 
1 -(1 H-indol-3-ylmethyn-2-oxo-ethyl]-isobutyramide hydrochloride 

35 To 150 mg (0.20 mmol) of 19B in 2 mL of ethanol was added 2 mL of 

concentrated hydrochloric acid, and the mixture was stirred at room 
temperature for 1 h. The mixture was concentrated to give 140 mg of the title 
compound as a white solid. 
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1h NMR (CD3OD, 300MHz) (mixture rotamers) S 7.60 (d, 1H), 7.52 (s, 
0.5H), 7.41 (s. 0.5H), 7.21-7.34 (m, 12H), 6.93-7.13 (m. 4H). 5.13 (s. 1H), 4.92- 
5.00 (m. 1H), 4.06-4,18 (m, 1H), 4.40-4.51 (m. 1H), 4.01-4.19 (m, 2H), 3.20-3.42 
(m, 2H), 1.59 (s, 3H), 1.51 (s, 3H). 
5 MS (CI, NH3) 600 (MH+) 

Example 20 

fR^2-Amino-N-(2-nH-indol-3-vlV1-f6-ftoluene-4-sulfonvlamino)-3.4-dihvdro^ 
1 H-isoquinoline-2-carbonyll-ethyl)-isobutyramide hydrochloride 

A. 6-rroluene-4-sulfonylammo)-3.4-dihvdro-1H-isoquinoHne-2- 
10 carboxylic add tert butyl ester 

To a mixture of 275 mg (1.10 mmol) of 6-amino-3,4-dihydro-1 H- 
isoquinoline-2-carboxylic acid tert-butyl ester. 134 mg (1.33 mmol) of 
triethylamine in 6 mL of methylene chloride at O^'C was added 233 mg (1 .2 
mmol) of toiuenesulfonyl chloride in one portion. The mixture was allowed to 
15 wanm to room temperature and was stirred overnight An additional 62 mg 
(0-61 mmol) of triethylamine and 105 mg (0.55 mmol) of 

toluenesulfonylchloride was added and stirring was continued for an additional 
4 h. The mixture was concentrated and the residue dissolved in ethyl acetate. 
The organic portion was washed twice each with IN NaOH and brine, dried 
20 over Na2S04 and the product was purified by silica gel chromatography (1:3 
vA/ ethyl acetate:hexane) to give 274 mg of 20A as a foam. 

B. 4-Methyl-N-n ■2.3.4-tetrahydro-isoquinolin-6"yn-benzenesulfonamide 
According to General Procedure B, 253 mg (0.63 mmol) of 20A was 

deprotected to give 175 mg of 20B as a foam. 
25 C. mvn-f2-f1H-lndol-3-vn-1-r6-ftoluene-4-sulfonvlaminoV3.4-dihvdro- 

1 H-isoquinoline-2-carbonyi]-ethylcarbamoylV1 -methyl-ethyl)-carbamic acid 
tert-butyl ester 

According to General Procedure A, 84 mg (0.278 mmol) of 2GB was 
coupled to 108 mg (0.278 mmol) of 4C and the product was purified by silica 
30 gel chromatography (70:30 v/v ethyl acetateihexane) to give 114 mg of 20C, 

D. (RV2-Amino-N-(2-MH-indQl-3-vn-1-r6-ftoluene-4-sulfonylaminoV3.4- 
dihydro-1H-isoquinoline-2-carbonyl]-ethyl)-isobutyramide hydrochloride 

According to General Procedure C. 114 mg (0.17 mmol) of 20C was 
deprotected to give 68 mg of the title compound as a solid. 
35 1h NMR (CDCI3 250MH2) (mixture of rotamers) 5 8.41 (d, 0.5H), 8.33 

(d. 0.5H), 8.15 (bs 0.5H). 7.75 (d, 2H). 7.67 (d, 2H). 7.53 (bs, 0.5H), 6.51-7.31 
(m, 8.5H), 6.07 (d, 0.5H), 5.13-5.32 (m. 1H). 4.38-4.61 (q, 1H). 4.04-4.19 (m, 
1H), 3.77-4.04 (m. 1H), 2.98-3.44 (m, 3H). 2.46-2.62 (m, 5H), 1.30 (bs. 6H). 
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Example 21 

(R)-Piperidme-4-carbQxylic acid f1-benzyl-2-oxo2-[4'(2-phenyt- 
benzoimidazoUl -yl)-piperidin-1 -vn-ethyl)-amide hydrochloride 

A. (R)-4-(1-Carboxy-2-phenyl-ethylcarbamQylVpiperid}ne-1-carboxylic 
acid tert-butyl ester 

A mixture of 1.00 g (6.05 mmol) of D-phenylalanine, 1.98 g (6.05 mmol) 
of 77A and 1.84 g (18.2 mmol) of triethylamine In 10 mL of water and 40 mL of 
dioxane was stirred at room temperature for 15 h. The mixture was diluted with 
chloroform and acidified to pH 4 with acetic acid. The layers were separated 
and the organic portion was washed three times with brine, dried over MgS04 
and concentrated to give 2.16 g of 21 A as a white solid. 

B. f RM-f 1 -Benzyl-2-oxo-2-f4-f 2-phenyl-benzolmidazol-1 -yn-ptperidin- 
1-vlVethvlcarbamoyl )-piperidine-1-carboxylic acid tert-butyl ester 

According to General Procedure A, 80 mg (0.29 mmol) of 50D and 1 09 
mg of 96A were coupled and the product was purified by silica gel 
chromatography (75:25 v/v ethyl acetaterhexanes) to give 140 mg of 21 B. 

C. fRVPiDerfdine-4-cari30 xylic acid {1-benzyl-2-Qxo-2-f4-(2*phenyl> 
benzoimldazoM -yl)-piperidin-1 -yl]-ethylVamide hydrochloride 

To a solution of 140 mg (0.22 mmol) of 218 in 5 mL of ethanol was 
added 5 mL of concentrated HCI and the mixture was stirred at room 
temperature for 1 h. The mixture was concentrated and the residue crystallized 
from methanol/ethyl acetate to give 107 mg of the title compound as a white 
solid. 

"•h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 8.32 (m, 
0.5H). 7.66-7.89 (m. 8.5H), 7,19-7.40 (m, 5H), 5.13-5.21 (m, 0.33H), 5.02-5.10 
(m. 0.67H), 4.15-4.27 (m. 0.33H), 4.03-4.14 (m, 0.67H). 
MS (CI. NH3) 536 (MH+) 

Example 22 

N-f2-(4-AcetvM-phenyl-piperidin-1-yl)-1-fRVbenzyloxymethyl-2-oxo-ethyl]-2- 
amino-isobutyramide hydrochloride 
According to General Procedure A, 3.15 mg (13.1 mmol) of 4-acetyl-4- 
phenylpiperidine hydrochloride and 5.0 mg (13.1 mmol) of 3 were coupled to 
give { 1 -[2-(4-Acetyl-4-phenyl-piperidin-1 -yl)-1 -(R)-b€nzyloxymethyl-2-oxo- 
ethylcarbamoyl]-1-methyl-ethyl}-carbamic acid tert-butyl ester. The crude 
product was deprotected according to General Procedure C to give 5.09 mg of 
the title compound. 

MS (CI, NH3) 508 (MH+) 
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Example 23 

mvi-f2-f2-Amino-2-methyl-propionvlaminoV3-benzyloxy-prQpiQnylV4-^ 
piperidine-4-carboxyl!c acid ethyl ester hydrochloride 

A. 4-Phenyl"piperidine-4-carboxvlic acid ethyl ester hydrochloride 
5 A mixture of 10,0 g (45 mmol) 4-cyano-4-phenylpiperidine 

hydrochloride, 10 g of sulfuric acid and 2.5 mL of water was heated at 1 50^*0 
for 1 h. The mixture was allov/ed to cool to 1 10*^0 and 10 mL of ethanol was 
added. The ethanol was then distilled off. This ethanol addition/distillation was 
repeated four more times. Following the last addition, the mixture was heated 

10 to 125*C cooled to room temperature and poured onto ice. The mixture was 
basified with 10% NaOH and extracted twice with ether. The organic extracts 
were dried over MgS04 and concentrated to give 2.3 g of a yellow oil. A 
solution of 2.0 g of the free base in 100 mL of ether was treated with an ether 
solution saturated with HCI. The white precipitate was filtered and 

15 recrystallized from EtOAc/hexanes to give 1.73 g of 23 A 

B. rRl-1-r2-^2-Amino-2-methyl-Dropionylamino^-3-ben2y loxy-prQplonyl]- 
4-phenyl-piperidine-4-carboxylic acid ethyl ester hydrochloride 

According to the method outlined in General Procedure A, 3.55 mg (13.1 
mmol) of 23 A and 5.0 mg (13.1 mmol) of 3 were coupled to give 1-[3- 
20 benzyloxy-2-(2-tert-butoxycarbonylamino-2-methyl-propionylamino)- 

propionyl]-4-phenyl-piperidine-4-carboxylic acid ethyl ester. The crude product 
was then deprotected according to General Procedure C to give 6.97 mg of the 
title compound as a solid. 

MS (CI, NH3) 496 (MH+) 
25 Example 24 

2-Amino-N-(1-mVbenzylQxymethyl-2-[4-hvdroxv-4-f4-trifluQromethyl-phenylV 
piperidin-1 -yl]-2-oxo-ethyl}-isobutyramide hydrochloride 

A. 4-Oxo-Diperidine-1-carboxvlic acid benzvl ester 

To a mixture of 50.0 g (0.325mol) of 4-piperidone hydrate hydrochloride 
30 and 181.9 g (1 .82mol) of potassium bicarbonate in 750 mL of EtOAc and 75 mL 
of water, was added 49 mL (0.343mol) of benzyl chloroformate over 10 min. 
with stirring. The mixture was stirred at 24*^0 for 2.5 h and then diluted with 
water. The layers were separated, and the aqueous portion extracted with 500 
mL of ethyl acetate. The combined organic extracts were washed once each 
35 with water and brine, dried over MgS04 and concentrated to give 81.41 g of 
24A as a yellow oil. The crude product was used without further purification. 

B. 4-Hydroxy-4-trifluoromethyl-DhenyNpiperidine-1 -carboxvlic acid 
benzvl ester 
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-SO- 
TO 1 .25 g (51 .4 mmol) of magnesium in 10 mL of ether was added a 
solution of 4-bromobenzotrifluoride in 10 mL of ether. The reaction initiated 
soon after the addition was complete. The mixture was stirred for 1.5 h at 24**C 
and then cooled to 0**C. A solution of 10.0 g (42.87 mmol) of 24A in 50 mL of 

5 ether was added and the mixture allowed to warm to room temperature and 
was stirred for 17 h. The reaction mixture was quenched by adding 150 mL of 
saturated aqueous ammonium chloride. The organic layer was separated and 
the aqueous phase was extracted with ether. The combined organic extracts 
were washed once each with water and brine, dried over MgS04 and 

10 concentrated. The crude material was purified by silica gel chromatography 
(3:7 v/v EtO Acrhexanes) to give 12.48 g of 24B as an orange oil which 
solidified on standing. 

C. 4-(4-Trifluoromethyl-phenyn-piperidin-4-ol 

To 12.3 g (32.4 mmol) of 24B in 150 mL of ethanol was added 1.4 g of 
15 10% palladium on carbon. The mixture was hydrogenated on a Parr shaker at 
48 psi for 2.5 h. The solution was filtered through celite and concentrated. The 
resulting solid was triturated with ether/hexane to give 4.98 g of 24C as a white 
solid. 

D. 2-Amino-N-{1-(R)-ben2yloxymethyl-2-[4-hydroxy-4-M-trifluoromethyl- 
20 phenyl)-piperidin-1 -yl1-2-oxo-ethyl}-isobutyramide hydrochloride 

According to General Procedure A, 3.22 mg (13.1 mmol) of 24C. and 5 
mg (13,1 mmol) of 3 were coupled to give (1-{1-(R)-Benzyloxymethyl-2-[4- 
hydroxy-4-(4-trifluoromethyl-phenyl)-piperidin-1-yl]-2-oxo-ethyIcarbamoyl)-1- 
methyl-ethyl)-carbamic acid tert-butyl ester. The crude product was 
25 deprotected according to General Procedure C to give 7.35 mg of the title 
compound. 

MS (CI, NH3) 466 (MH+) 

Example 25 

(R)-1-f2-(2-Amino-2-methyl-propionylamino)-3-benzyloxy-propionyl]- 
30 piperidine-4-carboxylic acid cyclohexylamide hydrochloride 

A. Piperidine-1.4-dicarboxylic acid monobenzyl ester 
To a slurry of 66.4 g (0,50 mol) of isonipecotic acid, and 145 mL (0.50 
mol) of triethylamine in 600 mL of methylene chloride was added a solution of 
72 mL (0.50 mol) of benzyl chloroformate in 200 mL of toluene at lO^^C. The 
35 slurry was allowed to warm to room temperature and after stirring for 17 h was 
treated with 1 L of a 10% aqueous sodium carbonate solution. The layers were 
separated, and the aqueous portion was extracted once with ether and then 
acidified to pH 3. The aqueous portion was then extracted with methylene 
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chloride. The organic extract was washed with brine, dried over MgS04 and 
concentrated to give 35.2 g of the title compound as an oil which was used 
without further purification. 

B. 4-Cyclohexylcarbamoyl-piperidine-1-carboxylic acid benzyl ester 
5 To 3.82 g (14.3 mmol) of 25 A was added 1 .2 mL (15.7 mmol) of thionyl 

chloride in 50 mL of methylene chloride which contained 1 drop of DMF. The 
slurry was refluxed on a steam bath for 10 min. to give a clear solution. The 
mixture was concentrated, and the resulting oil was dissolved in 30 mL of THF 
and was added to a solution of 3.54 g (35.8 mmol) of cyclohexylamine in 20 mL 
10 of THF at 0°C. The mixture was stinted at 24'*C for 0.5 h and then filtered. The 
filtrate was concentrated and then dissolved in methylene chloride. The 
organic solution was washed once each with water, 1N HCI, saturated 
aqueous sodium bicarbonate, and brine, dried over MgS04 and concentrated 
to give 3.46 g of 25 B as a solid. 
15 C. Piperidine-4-carboxylic acid cyclohexylamide 

To 3.46 g (10 mmol) of 25B was added 30 mL of methanol, and the 
mixture refluxed in 20% NaOH for 8 h. The methanol was removed, and the 
aqueous phase extracted with methylene chloride. The aqueous solution was 
acidified to pH 5 with acetic acid and extracted with methylene chloride. The 
20 combined organic extracts were dried over MgS04 and concentrated to give 
1 .81 g of the title compound as an off-white solid. 

D. (R)-1-[2-(2-Amino-2-methyl-propionylamrno)-3-benzyloxy-propionyl]- 
piperidine-4-carboxylic acid cyclohexylamide hydrochloride 

According to General Procedure A, 2.76 mg (13.1 mmol) of 25C, and 5 
25 mg (13.1 mmol) of 3 were coupled to give {1-[1-(R)-Benzyloxymethyl-2-(4- 
cyclohexylcarbamoyl-piperidin-1-yl)-2-oxo-ethylcarbamoyl]-1-methyl-ethyl}- 
carbamic acid tert-butyl ester. The crude product was deprotected according to 
General Procedure C to give 6.60 mg of the title compound. 
MS (CI, NH3) 473 (MH+) 
30 Example 26 

(R)-2-T2-(2-Amino-2-methyl-propionylaminoV3-(1H-indol-3-yl)-proDionyl1- 
1.2.3.4-tetrahydro-isoquinoline-6-carboxylic acid ethylamide hydrochloride 
A. (R)-2-r2-(2-tert-Butoxvcarbonvlamino-2-methyl-propionylaminoV3- 
(1 H-indol-3-yl)-propionvl]-1 .2.3.4-tetrahvdro-isoquinoline-6-carboxylic acid 
35 To 756 mg (1.35 mmol) of 5E In 10.8 mL of THF was added a solution of 

97 mg (4.04 mmol) of lithium hydroxide in 2.7 mL of water. The mixture was 
stirred for 17 h at room temperature. The mixture was concentrated and 
dissolved in 100 mL of water. The aqueous solution was extracted twice with 
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methylene chloride, acidified with acetic acid, and extracted twice with ethyl 
acetate. The ethyl acetate extracts were washed twice with brine, dried over 
Na2S04 and concentrated to give 632 mg of 26A as a white solid. 

B. (R)-f 1 -f 1 -f6-Ethvlcarbamovl-3.4-dihydrQ-1 H-isoQuinoline-2- 
5 carbonyn- 2>h H-tndol-3-vlVethylcarbamoyl]-1 -methyl-ethvll-carbamic arid 

According to General Procedure A. 60 mg (0.11 mmol) of 26A and 13.4 
mg (0.16 mmol) of ethylamine hydrochloride were coupled and the product 
was purified by silica gel chromatography (100% ethyl acetate) to give 47 mg 
of 26B as a foam. 

10 C. mi>2-f2-(2- Amino-2-methyl-prQpiQnylaminQ^-a-nH-indQt-3-yn- 

DroDionvll-l .2. 3.4-tetrahydro-isQqulnollne-6-carboxylic acid ethylamide 
hydrochloride 

According to General Procedure C, 47 mg (0.081 mmol) of 26B was 
deprotected to give 39 mg of the title compound as a solid. 

15 ""H NMR (CD3OD 250MH2) (mixture of rotamers) (partial) 5 8.32 (d, 

1H), 7.53-7.64 (m, 1.5H). 7.40-7.50 (m, 1.5H), 7.30 (d, 0.5H), 6.91-7.18 (m, 4H). 
6.61 (d, 0.5H), 5.14-5.32 (m, 1H). 4.63-4.74 (d, 0.5H), 4.39-4.54 (m. 1H), 4.07- 
4.18 (d. 0.5H). 3.80-3.91 (m, 0.5H), 3.54-3.16 (m, 0.5H), 1.57 (s, 6H). 1.06-1.27 
(m, 3H). 

20 MS (CI, NH3) 476 (MH+) 

Example 27 

rRV2-f2-(2- Amino-2-methyl-proplonvlamino)-3-(imndol-3-yl)-prQpionyl1- 
1.2.3.4-tetrahvdro-isoauinollne-6-carboxylic acid phenyfamide hydrochloride 

A. rRl-f1-f2-n H-lndol-3-ylV1-f6-phenvlcarbamQyl-3.4-dihvdrQ-1H> 
25 isoquinotine-2-carbonyn-ethylcarbamoyl]-1-methyUethvll-carfaamic acid tert- 

butyl ester 

To 60 mg (0,1 1 mmol) of 26A in 0.6 mL of methylene chloride was 
added 11.4 mg (0.112 mmol) of triethylamine. The mixture was cooled to O^'C 
and 13.5 mg (0.112 mmol) of pivaloyl chloride was added in one portion. The 

30 mixture was stirred for 1 .5 h at 0°C and then 1 0 mg (0.1 07 mmol) of aniline was 
added and the mixture was allowed to warm to room temperature and stirred 
for 17 h. The mixture was diluted with ethyl acetate and washed twice with IN 
NaOH and brine. The solution was dried over Na2S04 and concentrated. The 
product was purified by silica gel chromatography (2:1 v/v ethyl 

35 acetaterhexanes) to give 39 mg of 27A as a foam. 

B. (RV2-[2-/2-Amino-2>methyl-propionvlaminoV3-riH-indQl-3-yn- 
DroDionvn-1 .2.3.4-tet rahydro-isoQuinQline-6-carboxvlic acid phenylamide 
hydrochloride 



wo 96/35713 



PCT/IB95/00333 



-83- 

According to the method outlined In General Procedure C, 37 mg (0,06 
mmol) of 27A was deprotected to give 32 nng of the title compound as a solid. 

NMR (CD3OD 250MHz) (mixture of rotamers) (partial) 5 7.53-7.79 
(m, 6H), 7.37-7.42 (m. 3H). 6.95-7.22 (m, 5.5H). 6.67 (d. 0.5H), 5.29-5.32 (m. 
5 1H), 4.63-4.79 (m, 0.5H). 4.43-4.59 (m. 1H), 4.09-4.19 (m, 0.5H), 3.78-3.92 (m. 
0.5H), 3.39-3.63 (m, 2.5H), 1.59 (s, 6H). 
MS (CI, NH3) 524 (MH+) 

Example 28 

fR)-2-r2-(2-Amino-2-methvl -DropionylaminoV3-riH-tetrahydro-isoquinoline-6- 
10 carboxylic acid hydrochloride 

A. rR^2-f2-r2-Amino-2-m ethvl-DropionviaminoV3-nH-indol-3.yn- 
proDionvn-1 .2.3. 4-tetrahvdro-isoquinoline-6-carboxylic acid hydrochloride 
According to General Procedure C, 40 mg (0.073 mmol) of 26A was 
deprotected to give 25 mg of the title compound as a solid. 
15 H NMR (CD3OD 250MHz) (mixture of rotamers) (partial) 6 7.78 (d, 

0.5H). 7.52-7.68 (m, 2.5H). 7.39 (d. 0.5H), 7.23 (d, 0.5H). 6.95-7.19 (m, 3.5H). 
6.58 (d, 0.5H), 5.17-5.31 (m, 1H). 4.63-4.74 (d. 0.5H). 4.42-4.53 (q, 1H), 4.09- 
4.20(d, 1H), 1.58(s. 6H). 
MS(CI, NHs) 449 (MH+) 

20 Example 29 

fR^-2-Amino- N-r2-M H-indol-3-vn-1 -(6-f2-r3-methvl-ureidoVDhenyn-3.4- 
dihvdro-1H-isQauinol!ne-2-carhn nvn-ethvn-isobutvramide hydrnrhlnririR 
A. (RU-\ -(2-(i H-lndol-.'^ vn-l -f6-f2-f3.methyl-ureidoVDhenvl1-3.4- 

dihvdro-H-isoQuinoline-2-carbonyl}-eth ylcarbannoyn-1-m6thyl-ethvn-carbamic 
25 acid tert-butyt PRtPr 

According to General Procedure A, 72 mg (0.26 mmol) of 7H and 100 
mg (0.26 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography using 100% chlorofonm, followed by 2% methanol in 
chloroform to give 130 mg of 29 A as a foam. 
30 B. mV2-Amino-N-f2-n H-indol-3-vn-1-l6-r2.r3-methyl-ureldoVphenyl]- 

3.4-dihvdro-1H -isoQuinoline-2-carbonyl)-ethyl)-isobutyramide hydrochloride 

According to General Procedure C, 1 30 mg (0.20 mmol) of 29A was 
deprotected to give 120 mg of the title compound as a tan solid. 

IhNMR (CD3OD 250MHz) (1:1 mixture of rotamers) 5 7.57-7.72 (m. 
35 2H). 6.99-7.37 (m. 10.5H), 6.68 (d. 0.5H). 5.18-5.32 (m, 1H). 4.37-4.75 (m, 2H). 
3.58-3.81 (m, 0.5H). 3.53-3.68 (m. 0.5H). 3.17-3.32 (m, 2H), 2.62-2.80 (m. 4H), 
2.41-2.60 (m. 0.5H). 2.14-2.39 (m, 0.5H). 1.58 (s, 6H). 
MS (CI. NH3) 552 (MH+) 
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Example 30 

2-Amino-N-f1-(R)-ben2ytoxymethyl-2-oxo-2-r3-(toluene-4-sulfonylamino)- 
pyrrolidin-1 -yr|-ethyl}-isobutyramide trif luoroacetate 

A. 3-tert-Butoxycarbonylamino-pyiTolidine-1-carboxylic acid benzyl 

5 ester 

To a mixture of 19.0 g (102 mmol) of 3-{t-butoxycarbonylamino) 
pyrrolidine and 14.28 g (117 mmol) of 4-dimethylaminopyridine in 115 mL of 
methylene chloride at 0**C was added 20.0 g (1 17 mmol) of benzyl 
chloroformate dropwise. The mixture was allowed to warm to 24*^0 and was 
10 stirred overnight. The mixture was diluted with chloroform and washed twice 
with 10% HCI, twice with saturated aqueous sodium bicarbonate and once with 
brine. The mixture was dried over MgS04 and concentrated to give 30A in 
quantitative yield. The crude material was used without further purification. 

B. 3-AminO'pyrrolidlne-1-carboxylic acid benzyl ester trifluoroacetate 
15 To 9.4 g (29.3 mmol) of 30A at O^^C was added 100 mL of trifluoroacetic 

acid and the mixture stirred at 24**C for 1 h. The mixture was concentrated, and 
coevaporated three times from ethyl acetate/heptane to give 1 1 .0 g of SOB as 
an orange oil. 

C. 3-(Toluene-4-sulfonylamino)-pyrrolidine-1-carboxylic acid benzyl 

20 ester 

To a mixture of 2.0 g (6,0 mmol) of 308, 0.84 g (6.9 mmol) of 4- 
dimethylaminopyridine, and 0.61 g (6,0 mmol) of triethylamine in 10 mL of 
methylene chloride was added 1.32 g (6.9 mmol) of toluenesulfonyi chloride 
and the mixture was stirred overnight. The mixture was diluted with chloroform 
25 and washed twice each with 10% HCI, saturated aqueous bicarbonate and 
brine, dried over MgS04 and concentrated. The product was purified by silica 
gel chromatography using a gradient elution of 35% ethyl acetate in hexane to 
1 00% ethyl acetate to give 30C as a white solid (700 mg). 

D. 4-Methyl-N-pyrrolidin-3-yl-benzenesulfonamide 

30 To 0-70 g (1 .9 mmol) of 30C in 20 mL of ethanol was added 0.40 g of 

1 0% palladium on carbon and the mixture was hydrogenated on a Parr shaker 
for 17 h at 45 psi. The mixture was diluted with 110 mL of a (9:1 :1) mixture of 
ethanol:water:ammonium hydroxide and was stirred for 20 min. The solution 
was filtered through celite and concentrated to give 300 mg of 30D as a yellow 

35 solid. 

E. (1-{1-fRVBen2yloxymethyl'2-oxo-2-[3-(toluene-4-sulfonylaminoV 
pyrrolidin-1-yll-ethylcarbamoyl)-1-methvl-ethylVcarbamic acid tert-butyl ester 
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According to General Procedure A, 94 mg (0.39 mmol) of 30D and 100 
mg (0.26 mmol) of 3 were coupled and the residue was purified by silica gel 
chromatography using a gradient elution of 50% ethyl acetate in hexane, to 
100% ethyl acetate to give 100 mg of 30E. 

5 F. 2-AminQ-N-f 1 -m>-ben2vloxymethvl-2-QXQ-2-r3-ftoluene-4- 

sulfonvlamino^ -DvrrQlidin-1-yl]-ethy!)-isobutyramide trifluoroacetate 

To 100 mg (0.16 mmol) of 3GE was added 2 mL of trifluoroacetic acid at 
0*^0 and the mixture was stirred for 1 ,5 h at 24**C. The mixture was 
concentrated, and coevaporated once each with ethyl acetate and hexane. 

10 The product was precipitated from methylene chloride/hexane and was 
collected by filtration and dried under vacuum to give 95 mg of the title 
compound. 

IHNMR (CD3OD 250MHz) 5 (rotamers) 7.75-7.84 (m, 2H). 7.29-7.50 
(m. 7H), 4.76-4.93 (m, 1H), 4.57 (d, 2H), 3,69-3.80 (m, 5H), 3.39-3,65 (m. 2.5H), 
15 3.22-3.31 (m, 0.5H), 2.45 (m, 3H), 1 .62 (m, 6H). 
MS (CI, NH3) 503 (MH+) 

Example 31 

f RV2-AminQ-N- f 1 -f3.4-dihydro-1 H-isoQuinoline-2-carbonyn-2-M H-indol-S-yn- 
ethyl]-isQbutyramide hydrochloride 
20 A. mM1-[1-(3,4-Dihydro-1H-isoquinoline-2-carbonvn-2-nH-rndol-3-yn- 

ethvlcarbamoylV1-methyl-ethyl}-carbamic acid tert>butyl ester 

According to General Procedure A, 60 mg (0.154 mmol) of 4C and 26 
mg (0.154 mmol) of 1 ,2,3,4-tetrahydrolsoquinoline were coupled and the 
product was purified by silica gel chromatography (40:60 v/v ethyl 
25 acetaterhexanes) to give 71 mg of 31 A. 

B. f RV2-Amino-N-[1 -f3.4-dihvdro-1 H-isoquinoline-2-carbonvlV2-n H- 
indol-3-ylVethylVisobutyramide hydrochloride 

According to the method outlined in General Procedure C, 57 mg (0.106 
mmol) of 31 B was deprotected to give 49 mg of the title compound. 
30 NMR (CD3OD 250MHz) (mixture of rotamers) 5 8.32 (d, 1H). 7.56 

(d,1H), 7.32 (d. 0.5H), 6.96-7.22 (m. 7H), 6.61 (d, 0.5H), 5.17-5.32 (m, 1H). 
4.61-4.73 {d, 0.5H). 4.45-4.58 (d. 0.5H). 4.29-4.41 (d, 0.5H), 3.96-4.05 (d, 
0.5H), 3.37-3.72 (m, 2H), 3.13-3.26 (m. 2H), 2.54-2.74 (m. 1H), 2.39-2.55 (m. 
0.5H). 2.11-2.25 (m. 0.5H). 1.49-1.62 (m, 6H). 
35 MS(CI, NH3) 405 {MH+) 



5 
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Example 32 

(RVN-(1,f2-f2-AminQ-2-methyNprQpionylamino^3-ben2yloxy-propio 
pyrrolidin-S-yll-benzamide trtfluoroacetate 

A. 3-BenzQy!aminQ-pyrrQlidine-1-carboxylic acid benzyl ester 

5 To a mixture of 2,00 g (6.0 mmol) of 30B. 0.84 g (6.9 mmol) of 4- 

dimethylamlnopyridine and 0.610 g (6.9 mmol) of triethylamine In 10 mL of 
methylene chloride was added 0,97 g (6.9 mmol) of benzoyl chloride and the 
mixture stirred for 72 h. The reaction mixture was diluted with chloroform and 
washed twice with 10% HCI, twice with saturated sodium bicarbonate solution 

10 and once with brine. The mixture was dried over MgS04 and concentrated. 
The product was purified by silica gel chromatography (75:25 v/v ethyl 
acetate/hexanes) to give 690 mg of 32A. 

B. N-Pyrrolidin-3-yl-benzamide 

To 0.69 g (2.1 mmol) of 32 A in 20 mL of ethanol was added 0.30 g of 
15 10% palladium on carbon and the mixture was hydrogenated on the Parr 
shaker for 1 7 h at 45 psi. The mixture was diluted with 1 1 0 mL of a (9:1 :1 ) 
mixture of ethanol:water:ammonium hydroxide and stirred for 15 min. The 
solution was filtered through celite and concentrated to give 265 mg of 32B. 

C. f 1 -r2-f3-Benzovlamino-pvrrolidin-1 -ylVI R Vb6nzvlQxvmethyl-2-oxo- 
20 ethylcarbamoyiyi-methyl-ethylj-carbamic acid tert-butyl ester 

According to General Procedure A, 100 mg (0.52 mmol) of 32B and 75 
mg (0.20 mmol) of 3 were coupled and the residue was purified by silica gel 
chromatography using a gradient elution of 75% ethyl acetate in hexane, to 
100% ethyl acetate to give 50 mg of 32C. 
25 D. (R)-N41-(2-f2-Amino-2-methvl-DropionylaminoV3-benzvloxv- 

propionylVpvrrolidin-3-yn'benzamide trifluoroacetate 

To 50 mg (0.10 mmol) of 32C at 0°C was added 2 mL of trifluoroacetic 
acid. The reaction mixture was stirred for 4 h at 24'=*C. and the residue was 
diluted with ethyl acetate and coevaporated with heptane and ethyl 
30 acetate/hexane. The residue was diluted with chloroform by addition of 
hexane to give 22 mg of the title compound as a solid. 

1h NMR (CD3OD 250MHz) 5 7.86-7.99 (m. 2H). 7.46-7.65 (m, 3H). 
7.23-7.45 (m, 5H), 4.52-4.74 (m. 3H), 3.39-4.26 (m. 7H). 1.59 (bs, 6H). 
LSIMS-MS 453 (MH+) 



wo 96/35713 



PCT/IB95/00333 



-87- 

£xample 33 

2-Amino-N-{1-(5-fluoro-1H-indQl-3-ylmethyn-2-oxQ-2-[4-/2-Qxo-2.3-dihydrQ- 
ben2Oimida20l-1-yl)-piperidin-1-vr|-ethylHsobutyramide hydrochloride 

A. 2-tert-Butoxycarbonylamtno-2*methyl-propionic acid 2.5-dioxo- 
5 pyrrolidin-1-yl ester 

To a slurry of 5.0 g (24.6 mmol) of N-t-BOC-a-methylalanine in 13.5 mL 
of methylene chloride was added 3.40 g (29.6 mmol) of N-hydroxysuccinimide 
and 5,65 g (29.6 mmol) of EDC. The slurry was stirred for 17 h at room 
temperature. The mixture was diluted with ethyl acetate and washed twice 
10 each with water, saturated aqueous sodium bicarbonate and brine. Dried over 
MgS04 and concentrated. The residue was purified by silica gel 
chromatography (1:1 v/v ethyl acetaterhexanes) to give 5.2 g of 33A as a white 
solid. 

B. -2-(2-tert-ButQxycarbonylamino-2-methyl-propionylamino)*3-(5- 
15 fluoro-1 H*indol-3-yn-propionic acid 

A mixture of 100 mg (0.33 mmol) of 33A, 62 mg (0,278 mmol) of 5- 
fluoro-DL-tryptophan and 79 mg (0.61 1 mmol) of diisopropylethylamine in 1.0 
mL of DMF was stirred for 1 7 h at room temperature. The reaction mixture was 
poured into water and extracted twice with ethyl acetate. An equal volume of 
20 hexane was added to the ethyl acetate and the mixture was washed three 
times with water and once with brine. The organic phase was dried over 
Na2S04 and concentrated. The product was purified by silica gel 
chromatography (9:1 v/v CHCIarMeOH) to give 52 mg of 33B. 

C. -f1-f1-f5-Fluoro-1H-indol-3-ylmethvlV2-oxo-2-f4-(2-oxo-2.3-dihydro- 
25 ben2oimidazoU1-yl)-piperldin-1-yl]-ethylcarbamoyl}-1-methyl'ethyl)-carbamic 

acid tert-butyl ester 

According to General Procedure A, 44 mg (0.11 mmol) of 33B and 23.5 
mg (0.11 mmol) of 4-(2-keto-1-benzimidazolinyl)piperidine were coupled and 
the product was purified by silica gel chromatography (100% ethyl acetate) to 
30 give 39 mg of 33C as an amorphous solid. 

D. ■2-Amino-N-(1-f5-fluQro-imndol-3-vlm6thvn-2-oxo-2-f4-(2-oxo-2.3- 
dihydro-ben2oimidazQl-1-ylVpiperidln-1-yl]-ethyl)-isobutyramide hydrochloride 

According to General Procedure 39 mg (0.064 mmol) of 33C was 
deprotected to give 32 mg of the title compound as a white solid. 
35 1 H NMR (CD3OD 250MHz) (partial) (1 :1 mixture of diastereomers ) 6 

8.36 (d. 1H), 7.03-7.39 (m. 7,5H), 6.89 (t, 1H), 6.76 (d, 0.5H), 5.14-5.35 (m, 1H), 
4.59-4.71 (m, 1H), 4.23-4.46 (m, 1H), 3.94-4.11 (m, 1H). 2.45-2.72 (m, 2H). 
1.50-1.64 (m, 6H). 
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MS (CI, NH3) 507 (MH+) 

Example 34 

f R VN-n -r4-f Acetyl-phenvl-amino>'Piperidine-1 -carbonyl]-2-(1 H-indol-3-yl)- 

ethyi]-2-am}no-isobutyramide 
5 A- f R)-f 1 -[1 -f4-f Acetvl-phenyl-amino)'piperidine-1 'CarbonylV2'(1 H- 

indol-3-yl)*ethylcarfaamoyl'|-1-methyl-ethyl)-carbamic acid tert-butvl ester 

According to General Procedure A, 45 mg (0.11 6 mmol) of 4C and 27 
mg (0.124 mmol) of N-phenyl-N-piperidin-4-yl-acetamlde were coupled and j 
the product was purified by silica gel chromatography using a gradient of 1% to 
10 5% methanol in methylene chloride to give 63 mg of 34A. 

B. fRl-N-f1-f4-fAcetvl-Dhenvl-aminoVpiperidine-1 -carbon vn-2'MH-indol- ; 
3-yl)-ethyl]-2-aminQHSobutyramide * 

According to General Procedure B, 63 mg (0.107 mmol) of 34A was 
deprotected to give 33 mg of the title compound as a white solid. 
15 Ih NMR (CD3OD 300MHz) (1:1 mixture of rotamers) 5 7.31-7.62 (m. 

4H), 6.89-7.23 (m, 5H), 5.11-5.20 (t, 1H). 4.99-5.19 (t, 1H). 4.40-4.63 (m, 2H), 
3.68-3.83 (m, 2H). 3.02-3.17 (t, 2H), 2.90-3.01 (t, 0.5H), 2.50-2.60 (t. 0.5H). 

2.32-2.41 (m, 1 H), 1 .64-1 ,82 (m. 1 H), 1 .69 (s, 3H), 1 .32 (s, 6H). | 
MS (CI, NH3) 490 {MH+) I 
20 Example 35 

fR)-2-Amino-N-{1-naphthalen-2-ylmethyl-2-oxo-2-f4-(2-oxo-2.3-dihydro- 
benzoimidazol-1 -yl)-piperidin«1 -yl]-ethyl}-lsobutyramide hydrochloride ■ 

A. l1-Naphthalen-2-ylmethvl-2-oxo-2-f4-(2-oxo-2.3-dihydro- 
benzoim}dazol-1-yl)-piperidin-1-yn-ethyl)-carbamic acid tert-butvl ester 

25 According to General Procedure A, 605 mg (1 .92 mmol) of BOC-D-3-2- 

(Napthyl)alanine and 417 mg (1.92 mmol) of 4-(2-keto-1-benzimlda20linyl) 
piperidine were coupled to give 890 mg of 35A as a solid which was used 
without further purification. 

B. 1 -f 1 ■(2-Amino-3-naphthalen-2-yl-propionyn-piperidin-4-yl]-1 .3- 
30 dihydro-benzoimidazol-2-one 

According to General Procedure B, 830 mg (1.61 mmol) of 35A was 
deprotected to give 582 mg of 35B as a tan solid. 

C. (RVn -Methvl-1 -(1 ■naphthalen-2-vlmethvl-2-oxo-2-r4-f2-oxo-2.3- 
dihydro-benzoimidazol-1-yl)-piperidin-1-yl]-ethylcarbamoyll-ethyn-carbamic - | 

35 acid tert-butyl ester \ 
According to General Procedure A, 570 mg (1,38 mmol) of 35B and 266 . \ 

mg (1.31 mmol) of N-t-BOG-a-methylalanine were coupled to give 63 mg of ' 

{ 
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35C after silica gel chromatography using a gradient of 1% to 3% methanol in 

methylene chloride. 

D. (RV2-Amlno>N>(1-naDhthalen-2-vlmethyl-2-oxo-2-f4-f2-oxo-2.3- 

dihydro-benzoimida2ol-1-yl)-piperidin-1-yl]-ethyl}-lsobutyramide hydrochloride 
5 According to General Procedure C, 620 mg (1.03 mmol) of 35C was 

deprotected to give 404 mg of the title compound as a light yellow solid. 

1HNMR {CD3OD 300MH2) (mixture of rotamers) (partial) 6 7.73-7.87 

(m. 4H), 7.40-7.50 (m, 3H), 7.19-7.28 (m, 0.5H), 6.91-7.05 (m, 3H), 6.74-6.79 (d. 

0.5H), 5.26-5.48 (m, 1H), 4.67-4.71 (m, 1H), 4.33-4.50 (m, 1H). 4.10-4.32 (m, 
10 1H), 3.12-3.39 (m, 2H), 1 .55-1.61 (d, 3H). 1,38 (s, 3H). 

MS (CI, NH3) 500 (MH+) 

Example 36 

(R)-2-Amino-N-{2-(1H-indol-3-vn-1-[7-(toluene-4-sulfonylamino)-3.4-dihydro- 
1H-isoquinolTne-2-carbonyl]-ethyl}-isobutyramide 
15 A. (RW1-f2-f1H-lndol-3-vlV1-f7-nitro-3.4-dihvdro-1H-isoQuinoline-2- 

carbonyl)-ethytcarbamoyl]-1-methyl-ethyn-carbamic acid tert-butyl ester 

According to General Procedure A, 750 mg (4.21 mmol) of 6A and 1 .64 
g (4.21 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography (30:70 v/v EtOAcrhexanes) to give 1.50 g of 36 A as a foam. 
20 B. (RH1-[1 -r7-Amino-3.4-d}hvdro-1 H-isoquinoline-2-carbonyh-2-M H- 

indol-3"yl)-ethylcarbamoyl]-1-methyl-ethyl)-carbamic acid tert-butyl ester 

To 800 mg (1 .46 mmol) of 36A in 1 0 mL of methanol was added 300 mg 
of 10% palladium hydroxide on carbon and the mixture hydrogenated at 50 psi 
for 17 h. The mixture was filtered through celite and concentrated to give 700 
25 mg of 36B as a brown powder. 

C. (RVn-(2-nH-lndol>3-vlV1-r7-ftoluene-4-sulfonylamino^3.4-dihydro- 
1 H-isoquinoline-2-carbonyn-ethylcarbamoyl}-1 -methyl-ethyl)-carbamic acid 
tert-butyl ester 

To 71 mg (0,14 mmol) of 36B in 10 mL of methylene chloride at O^'C 
30 was added 17 mg (0.165 mmol) of triethy lamina, followed by 29 mg (0.15 
mmol) of toluenesulfonyl chloride. The mixture was allowed to warm to room 
temperature over 3 h. The reaction mixture was diluted with ethyl acetate and 
washed twice with IN NaOH and once with brine. The solution was dried over 
Na2S04 and concentrated, and the residue was purified by silica gel 
35 chromatography (1:2 v/v EtOAc:hexanes) to give 90 mg of 36C as a foam. 

D. fRV2-Amino-N-(2-(1H-indol-3-vn-1-f7-(toluene-4-sulfonvlaminoV3.4- 
dihydro-1H-isoquinoline-2-carbonyl]-ethyl}HSobutyramide 
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According to General Procedure B, 50 mg (0.74 mmol) of 36C was 
deprotected to give 20 mg of the title compound as a white powder. 
MS (CI, NH3) 574 (MH+) 

Example 37 

5 ^R)-N-f2-f2-f2-Amino- ?-methyl-prQDionvlamino)-3-f1H-indol*3-vn-prQpionyl]. 

1.2.3.4-tetr ahvdro-isoquinolin-7-yl)-benzamide 

A. f R^-(1 41 -r7-Ben2oyla mfno-3.4-dihvdro-1 H-isoQuinQ»ne>2<;arbonyn- 
2-(1HH ndol-3-vn-ethvlcarbamovn-1-methvl-ethvl)-carhamic add iert-butyl este r 

To 86 mg (0.17 mmol) of 36B in 10 mL of methylene chloride at 0*^0 was 
10 added 20 mg (0.20 mmol) of triethylamine and 26 mg (0.18 mmol) of benzoyl 
chloride. The mixture was wanned to room temperature over 2 h and diluted 
with ethyl acetate and washed twice with 1N NaOH and once with brine. The 
solution was dried over Na2S04 and concentrated, and the residue was 
purified by silica gel chromatography (1:1 v/v EtOAc/hexanes) to give 95 mg of 
15 37A as a foam. 

B. (R)-N-f2-r2-(2-Amino-2-methyl-propionvlamlnQ^-3-nH-indol-r^yl)- 
proDionvl]-1.2, 3,4-tetrahydro-isoquinolin-7-yn-benzamide 

According to General Procedure 8, 95 mg (0.15 mmol) of 37A was 
deprotected to give 65 mg of the title compound. 
20 MS (CI, NH3) 524 (MH+) 

Example 38 

2-A mino-N-f1-fRVben2vloxymethyl-2-r4-r2-cyclQDropvl-fi7-dimethyl- 
imidazor4.5-b1pvridin- 3-yn-piperidin-1-vn>2-Qxo-ethvl)*isobutyramide 

A. 4-f2- Cvclopropvl-5.7-dimethvl-imidazor4.5-b]pvridin-3-vn-piperidinp. 
25 1-carboxylic acid tert-butyl ester 

2-Cyclopropyl-5,7-dimethyl-3H-imidazo[4,5-b]pyridine was prepared 
according to literature methods (for preparation see Carpino et al., Bioorg. & 
Med. Chem. Lett. 4, pp. 93-98 1994 (ref.13)). To 625 mg (2.4 mmol) of 
triphenylphosphine in 10 mL of toluene was added 460 mg (2,0 mmol) of di- 

30 tert-butylazodicarboxylate, and the mixture was stirred for 15 min. A mixture of 
430 mg (2.3 mmol) of 2-cyclopropyl-5,7-dimethyl-3H-imida2o[4,5-b]pyridine 
and 325 mg (1 .62 mmol) of 4-hydroxy-piperidine-1-carboxylic acid tert-butyl 
ester was added to the stirring solution and the mixture was stirred for 17 h at 
room temperature. The mixture was concentrated and the product was purified 

35 by silica gel chromatography (50:50 vA/ hexanes: ethyl acetate) to give 150 mg 
of 38A. 

B. 2-CvclQpr oDvl-5.7-dimethvl*3-piDeridin>4-yl-3H-imidazQ[4.5- 
b jpyridine 
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According to General Procedure B, 150 mg (0.39 mmol) of 38 A was 
deprotected to give 60 mg of 38B. 

C. (1 -( 1 Benzyloxymethyi-2-f4-f2-cyclop ro pyl-5.7-dimethyl- 
imida2of4.5-b]pyridin-3-yl)-piperidin-1-yl]-2-oxo-ethytcarbarnovl}-1 -methyl- 

5 ethyt^-carbamic acid tert-butyl ester 

According to General Procedure A, 60 mg (0.22 mmol) of 38B was 
coupled to 84 mg (0.22 mmol) of 3 and the product was purified by silica gel 
chromatography (9:1 v/v ethyl acetate:hexanes) to give 37 mg of 38C. 

D. 2-Amino-N-f1-(R)-ben2yloxymethyl-2-[4-(2-cyclopropyl-5.7-dimethyl* 
10 imidazQf4,5-b]pyridin-3-yl)-piperidin-1"yl]-2-oxo-ethyl)-tsobutyramide 

According to General Procedure B, 37 mg of 38C was deprotected to 
give 25 mg of the title compound. 

1h NMR (CDCI3, 300MHz) 5 7.29-7.37 (m, 3H); 7.16-7.24 (m, 2H), 
6.87-6.89 (s. 1H), 5.13-5.21 (m, 1H), 4.92-5.03 (m, 1H). 4.68-4.82 (m, 1H)4.50- 
15 4.67 (m, 3H), 4.71-4.89 (m. 1H), 3.66-3.77 (m, 2H). 2.73-2.92 (m. 3H), 2.51 (s, 
5H), 2.43 (s, 1H), 2.10-2.30 (m, 1H),1. 86-2.94 (m, 2H), 1.32 (d, 6H), 1.02-1.26 
(m, 4H). 

MS (CI, NH3) 533 (MH+) 

Example 39 

20 <R)-2-Amino-N-[2-(4-cyano-4-phenyl-plperidin-1 -yl)-1 -(1 H-indol-3-ylmethyl)-2- 

oxo-ethyll-isobutyramide 

A. (R)-{ 1 -[2-(4-Cyano-4-phenvl-piperldln-1 -yiyi -(1 H-indol-3-ylmethyn- 
2-oxo-ethvlcarbamoyl]-1-methyl-ethyl}-carbamic acid tert-butyl ester 

According to General Procedure A, 53 mg (0J24 mmol) of 4-phenyl- 
25 piperidine-4-cyano hydrochloride and 92 mg (0.24 mmol) of 4C were coupled 
and the product was purified by silica gel chromatography (1:1 v/v ethyl 
acetaterhexanes) to give 124 mg of 39A. 

B. f R)-2-Amino-N-[2-(4-cyano-4-phenyl-piperidin-1 -yl)-1 -(1 H-indol-3- 
ylmethyn-2-oxo-ethyn-isobutyramide 

30 According to General Procedure B, 105 mg (0.19 mmol) of 39C was 

deprotected to give 82 mg of the title compound as a foam. 

1h NMR (CDCI3, 250MHz) (60:40 mixture of rotamers) 5 8.13-8.34 (m, 
2H). 7.75 (d, 0.6H). 7.68 (d, 0.4H), 7.28-7.41 (m, 4H). 7.08-7.27 (m. 3H), 6.94- 
7,01 (m, 1H), 5.13-5.33 (m, 1H), 4.62-4.78 (m. 1H). 3.73-3.90 (m, 1H), 3.20-3.31 

35 (m, 2H). 2.64-2.93 (m. 2H), 1.66-2.43 (bm, 6H). 1.43 (s. 6H). 
MS (CI. NH3) 458 (MH+) 
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Exampie 40 

m>-2-AminQ-N41-MH-indol-3-ylmethvlV244-fmQrpholine-4-carbonyn^ 
phenyl-piperidin-1 -yl]-2-oxo-ethvlVisobutyraniide hydrochloride 

A. (RVM -11 -f 1 H-lndol-3-ylmethyn-2-f4-fmorpholine-4-carbonvlM- 

5 phenyl-piperidin-1 -yl>2-oxo-ethylcarbamoyl)-1-methyl-ethyl)-carbamic add 
tert-butyl ester 

According to General Procedure A, 27 mg (0,087 mmol) of morpholin-4- 
yl-(4-phenyl-piperidln-4-yI)-methanone hydrochloride and 32 mg (0.081 mmol) 
of 4C were coupled and the product was purified by silica gel chromatography 
10 using a gradient of 50% ethyl acetate in hexane to 100% ethyl acetate to give 
24 mg of 40A as a foam. 

B. ^R)-2-AminQ-N-{1 -n H-indol-3-ylmethyn-2-f4-fmorpholine-4- 
carbonylM-phenyl-piperidin- 1 -yn'2-oxo-ethyl)-isobutyramide hydrochloride 

According to the method outlined in General Procedure C. 36 mg of 40 A 
15 was deprotected to give 1 7 mg of the title compound as a yellow solid. 

1H NMR (CD3OD, 3OOMH2) (rotamers) 5 7.52-7.67 (m. 1H), 6.99-7.40 
(m. 8H), 6.87 (d. 1H), 5.07-5.21 (m, 1H), 4.03-4.30 (m, 1H), 3.52-3.68 (m. 1H), 
2.74-3.39 (m. 13H), 1.94-2.18 (m. 1H), 1.74-1.90 (m, 1H), 1.58-1.66 (m, 1H), 
1.30-1.47 (d, 6H), 1.25-1.30 (m, 2H). 
20 MS (CI. NH3) 546 (MH+) 

Example 41 

1 -Amino-cyclopentanecarboxylic acid f 1-fR)-benzyloxymethyl-2-oxo-2-f4-f2- 
oxo-2.3■dihydro-benzoimidazo^-1-y^)-pipe^id^n-1-y^-ethyl}-amide 

trifluoroacetate 

25 A. 1 -tert-Butoxycarbonylamino-cyclopentanecarboxylic acid 

To 1.66 g (12.88 mmol) of 1-amino-1-cyclopentane-carboxylic acid in 
12.5 mL of 2N NaOH was added 283 mg (13,0 mmol) of di-tert-butyl- 
dicarbonate and the mixture was stirred for 17 h at room temperature. The 
mixture was acidified with 10% HCI and extracted three times with ethyl 

30 acetate. The combined organic extracts were washed with brine, dried over 
MgS04 and concentrated to give 1.71 g of 41 A. 
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B. (1 -f 1 R VBenzyloxymethyl-2-Qxo-2-f4W2-oxo-2,3-dihydro- 
benzoimidazol-l-vlVDiDeridirhl-ylVethylcarbamoyU-cydopentyl^^ acid 
tert-butyl ester 

According to General Procedure A. 20 mg (0.05 mmol) of IB and 11.6 
5 mg (0.05 mmol) of 41 A were coupled, and 23 mg of 41 B was recovered. The 
crude material was used without further purification in the following step. 

C. 1-Amino-cvclopentanecarboxylic acid f1-(R)-benzyloxymethyl-2-oxo- 
2-f4-f2-oxo-2.3- dihydro-benzoimidazol-1-yn-piperidin-1-yl]-ethylVamide 
trifluoroacetate 

10 To 23 mg (0.04 mmol) of 41 B was added 2 mL of trifluoroacetic acid at 

O^'C. The ice bath was removed and the mixture was stirred for 2.5 h, and then 
was diluted with ethyl acetate and concentrated. The residue was 
coevaporated once from heptane, dissolved in methylene chloride and the 
product precipitated with hexane to give 10 mg of the title compound as a solid. 

15 ""H NMR (CD3OD, 250MH2) 8 7.29-7.45 (m, 7H), 7.06-7.28 (m. 4H). 

5.17-5.36 (m, 1H), 4.04-4.31 (m, 4H), 4.19-4.38 (m. 1H), 3.72-3.87 (m, 2H). 
2.25-2.44 (m, 3H), 1.80-2.12 (m, 9H). 
MS (CI, NH3) 506 (MH+) 

Example 42 

20 2-Amino-N-f1-(R)-benzyloxymethyl-2-(3-diphenylacetylamino-pynrondin-1-yl)- 

2-oxQ-ethyr|-isobutyramide trifluoroacetate 
A. 3-Diphenylacetylamino-pyrrolidine-1-carboxylic acid benzyl ester 
To a mixture of 2.40 g (7.1 9 mmol) of SOB, 1 .1 0 g (9.02 mmol) of 4- 
dimethylaminopyridine, and 0.73 g (7.19 mmol) of triethylamine in 10 mL of 
25 methylene chloride was added 1.91 g (8.26 mmol) of diphenylacetylchloride 
and the mixture stirred overnight at room temperature. The mixture was diluted 
with chloroform and washed twice each with 1 0% HCI, saturated aqueous 
sodium bicarbonate, and brine. The mixture was dried over MgS04 and 
concentrated to give 2.43 g of 42A as a white solid. 
30 B. 2.2-Diphenyl-N-pyrrQli din-3-yl-acetamide 

To 2.40 g (5.8 mmol) of 42 A in 40 mL of ethanol was added 1.20 g of 
10% palladium on carbon and the mixture was hydrogenated at 45 psi for 17 h. 
The reaction mixture was filtered through celite and was concentrated to give 
1 .67 g of 42B as a yellow oil. 
35 C. {1 -[1 -(R)-Benzvloxymethyl"2-f 3-diphenylacetylamino-pyrrolidin-1 -y!^- 

2-oxo-ethylcarbamoyn-1-methyl-ethyl}-carbamic acid tert-butyl ester 

According to General Procedure A, 150 mg (0.53 mmol) of 42B and 200 
mg (0.53 mmol) of 3 were coupled and the product was purified by silica gel 
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Chromatography using a gradient of 50% ethyl acetate in hexane to 100% ethyl 
acetate to give 100 mg of 42C as a white solid. 

D. 2-Amino-N-f1-(R)-benzyloxymethyl-2-(3-diphenylacetylaminQ- 
Dvrrolidin-1 -vn-2-oxo-ethyl1-isobutyramide trifluoroacetate 

5 To 100 mg (0.16 mmol) of 42C was added 3 mL of trifluoroacetlc acid at 

O^C. The Ice bath was removed and the mixture stirred for 3 h, diluted with 
ethyl acetate and concentrated. The residue was coevaporated once with 
heptane. Hexane and chlorofomi were added to the residue and the 
precipitated product was collected by filtration. Recovered 55 mg of the title 

10 compound as a solid. 

1H NMR (CD3OD, 250MHz) (partial) 5 7.22-7.40 (m, 15H), 4.95-5.00 
(m. 1H), 4.38-4.57 (m. 3H), 1.60 (s, 6H). 
LSIMS-MS 543 (MH+) 

Example 43 

15 (RVN-{2-[ 2-f2-Amino-2-methyl-propionvlaminoV3-ben2yloxy-propionyl]-2.3- 
dihydro-1 H-isoindol-5-yl}-benzamide trifluoroacetate 
A. 1.2-Bis-bromomethyM-nitro-benzene 
To 8.00 g (53.0 mmol) of 4-Nitro-o-xylene in 80 mL of carbon 
tetrachloride was added 18.8 g (106 mmol) of N-Bromosuccinimide followed by 
20 100 mg (0.60 mmol) of 2,2'-a2obis (Isobutyronitrile) and the mixture was 
refluxed overnight. The precipitated solid was removed by filtration and 
washed with carbon tetrachloride and the filtrate concentrated to give 15.4 g of 
43 A as a yellow oil. The crude product was used without furtiier purification in 
the following step. 
25 B. 2-Benzyl-5-nitro-2.3-dihydrQ-1H-isoindQle 

To a mixture of 15.4 g (50.5 mmol) of 43A and 35.4 g (430 mmol) of 
sodium carbonate in 160 mL of acetone and 35 mL of water was added 5.68 g 
(53 mmol) of benzylamine In 10 mL of acetone over 3 h. The mixture was then 
stirred for 17 h at room temperature. The precipitated solids were removed by 
30 filtration and Vne filtrate concentrated. The residue was dissolved in ethyl 

acetate and washed three times with IN HCI. The combined HCI washes were 
neutralized with sodium carbonate solution and extracted three times with ethyl 
acetate. The combined organics were washed with brine, dried over MgS04 
and concentrated. The product was purified by silica gel chromatography 
35 (15:85 v/v ethyl acetate:hexanes) to give 2.55 g of 43B as a yellow solid. 
C. 5-Amino-2.3-dihvdro-1 H-isoindole 

To 1 .50 g (5.9 mmol) of 43B in 50 mL of ethanol was added 1.25 g of 
10% palladium on carbon and the mixture hydrogenated at 40*'C and 5 psi for 
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17 h. The mixture was filtered through celite and concentrated to give 600 mg 
of 43C as a pale purple solid. 

D. f 1 -r2-f5-Amino-1 .3-dihvdro-isoindnl. 2-yll-1-(R)-hen2vloxvmethyl-9. 
oxo-ethvlcarbamovlT-1-mftthyl- ethvn-carbamic arid tert-butvl ester 

5 According to General Procedure A, 300 mg {2:2 mmol) of 43C and 860 

mg (2.2 mmol) of 3 were coupled to give 950 mg of 43D as a yellow solid. 
The crude product was used without further purification. 

E. f 1 -r2-f5-Ben20vlamin o-1 ■3-dihvrtro.isoinrir>l-P-vn.l-/R). 

benzv(oXvmethvl-2-oxo-ethylc arbamovn-1 -methyl-ettivn-carhamir ^ rfrt to rt- 
10 butyl ester 

To a mixture of 300 mg (0.60 mmol) of 43D and 85 mg (0.69 mmol) of 4- 
dimethylaminopyridine in 5 mL of methylene chloride was added 98 mg (0.69 
mmol) of benzoyl chloride, and the mixture stirred for 17 h at room temperature. 
The reaction mixture was diluted with chloroform and washed twice each with 
15 10% HCI, saturated aqueous sodium bicarbonate and brine, dried over 
MgS04 and concentrated. The product was purified by silica gel 
chromatography (87:13 vA^ ethyl acetate: hexanes) to give 120 mg of the title 
compound as a white solid. 

^- fR^N-l2-r2-r2-Aminn-; >-methvl-nroDinnylamino>.3-benzylnxy- 
20 propionvn-2.3-dihvdro-1H-isoindQl-.'^- vlT-ben7arn i He trifluoroarfit^ tfi 

To 120 mg (0.20 mmol) of 43D was added 3 mL of trifluoroacetic acid at 
0°C. The ice bath was removed and the mixture stin-ed for 3 h. The reaction 
mixture was diluted with ethyl acetate and concentrated. The product 
crystallized upon addition of hexane and chlorofomi. Filtration of the 
25 precipitate provided 50 mg of the titie compound as a white solid. 

1h NMR (CD3OD. 250MH2) 5 7.82-8.00 (d. 2H), 7.78-7.85 (m, 1 H). 
7.00-7.17 (m, 4H), 7.37-7.42 (m, 6H), 5.08-5.32 (m. 1H). 4.99^5.10 (m, 2H), 
4.75-4.80 (d, 2H). 4.61 (s. 2H). 3.82-3.90 (m. 2H), 1.62 (s, 6H) 
MS (CI, NH3) 501 (MH+) 
30 Example 44 

fR)-2-Amino-N-f1-f4-ben2vloxv-ben2vn-2 -oxQ-g-f4-(P-ben2oimiria7nl-l-yl)- 
Piperidin- 1 -yl]-ethvn-isohiityramide 

A. (R)-3-(4-Ben2vloxv-Dhenvn-2-tPrt-hii toxvcarhnnylamino.prn prnnir 
acid methyl estfir 

35 To a mixture of 2.00 g (5.38 mmol) of N-t-BOC-O-benzyl-D-Tyrosine and 

0.819 g (5.92 mmol) of potassium carbonate in 30 mL of DMF was added 0.802 
g (5.65 mmol) of iodomethane. and the mixture stirred for 17 h at room 
temperature. The mixture was diluted with 150 mL water and extracted three 
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times with ethyl acetate. The organics were washed four times with water and 
once with brine. Drying over MgS04 and concentration provided 2.27 g of 
44A as a yellow oil. 

B. (R)-2-Amino-3>(4-henzyloxy-phenvn-prQp!onic acid methyl ester 
5 Following the method outlined in General Procedure B, 2.27 g (5.4 

mmol) of 44A was deprotected to give 1.00 g of 448 as a yellow oil. 

C. f R)-3-f4-Ben2vloxv-phenvn-2-f2-tert-butoxycarbonvlaminQ-2-methyl- 
propionylamino)-propionic acid methyl ester 

According to General Procedure A, 1,00 g (3.5 mmol) of 448 and 0.72 g 
10 (3.9 mmol) of N-t-BOC-a-methylalanine were coupled and the product was 
purified by silica gel chromatography (25:75 v/v ethyl acetaterhexanes) to give 
1 .00 g of 44C as a white solid. 

D. fR)-3-(4-Benzvloxv-phenyn-2-^2-tert-butQxycarbonvlamino-2-m6thyl- 
proplonylaminoVpropionic acid 

15 Following the method outlined in General Procedure D, 1.00 g (2.2 

mmol) of 44C was hydrolyzed to give 1.00 g of 44D. 

E. mWf 1 ■( 1 -M-Benzylny y-benzyn-2-oxo-2-r4-/2-oxo-2.3-dihydro- 
ben20lmida2oM*yl)> piperidin-1-vn-ethylcarbamovn-1-methyl-ethvn-carbamic 
acid tert-butyl ester 

20 According to General Procedure A, 150 mg (0.34 mmol) of 44D and 75 

mg (0.34 mmol) of 4-(2-keto-1-ben2imidazolinyl)plperidine were coupled and 
the product was purified by silica gel chromatography using a gradient of 
(75:25 v/v ethyl acetate:hexanes) to (5:95 v/v methanol :ethy I acetate) to give 
100 mg of 44E as a white solid. 

25 F. mV2-Amino-N-f1-M -ben2yloxy-ben2vn-2-oxo-2-[4-(2-benMimidazol- 

1 -vn-DiDeridin-1 -vn-ethvl)-isobutyramide 

According to General Procedure B, 100 mg (0.15 mmol) of 44E was 
deprotected to give 60 mg of the title compound as a white solid. 

"•h NMR (CD3OD. 250MHz) (rotamers) 8 7.26-7.52 (m, 6H). 6.91-7.22 

30 (m. 7H). 5.04-5.18 (m, 2H), 4.96-5.01 (m, 1H), 4.60-4.81 (m, 1H), 4.36-4.60 (m, 
1H), 3.95-4.14 (m, 1H), 2.94-3.10 (m, 2H), 2.45-2.80 (m, 2H), 2.08-2.40 (m, 1H), 
1.69-1.92 (m, 2H), 1.55-1.68 (m, 1H). 1.28-1.40 (m. 8H). 
MS (CI, NH3) 556 (MH+) 

Example 45 

35 mV2-Amino-N-f3>f3.4-dihvdrQ-1H-isoQUinolin-2-vl^3-oxo-1-r4-f2-QXQ-2.3- 
dihydro-benzoimidazol-1-yl)-piperidine-1-carbonyl)-propyl)-isobutyramide 
A, rR^3-tert-Butoxycarbonvlamino-4-oxo-4-f4-(2-oxo-2.3-dihydrQ- 
benzoimidazoM-vh-piperidrn-1-yl]-butyric acid benzyl ester 



i 



wo 96/35713 



PCT/IB9S/00333 



-97- 

According to General Procedure A, 2.33 g (7.21 mmol) of N-a-t-BOC-D- 
aspartic-b-benzyl ester and 1.49 g (6.86 mmol) of 4-{2-keto-1- 
benzimidazolinyl) piperidine were coupled and the product was purified by 
silica gel chromatography using an elution gradient of 2% to 4% methanol in 
5 methylene chloride to provide 2.56 g of 45A. 

B. (nV3-Amino-4-oxo-4-f4-/2-oxQ-2.3-dihydro-ben2oimidazol-1-ylV 
piperidin-1-yll-butyric acid benzyl ester 

Following the method outlined in General Procedure B, 2.49 g (4.78 
mmol) of 45 A was deprotected to give 1.77 g of 45B. 
10 C. <R)-3-f2-tert-Butoxycarbonvlamino-2-methyl-propionyta minoV4-oxo- 

4-f4-(2-oxo-2.3-dihydro-ben7oimldazol-1-yn-piperidin-1-yn-bu tyric add benzvl 
ester 

According to General Procedure A, 1.60 g (3.8 mmol) of 45B and 0.77 g 
(3.8 mmol) of N-t-BOC-a-methylalanine were coupled and the product was 
15 purified by silica gel chromatography using an elution gradient of 2% to 4% 
methanol in methylene chloride to provide 2.46 g of 45C. 

D. (R)-3-<2-tert-Butoxycarbonvlamino-2-methyl-propionylamino)-4-oxo- 
4-f4-^2-oxo-2.3-dihydro-benzoimida20l-1-v i>-piperidin-1-vn.butvric acid 

To 2.44 g (4.0 mmol) of 45C in 40 mL of ethanol was added 250 mg of 
20 10% palladium on carbon and the mixture hydrogenated at 50 psi for 2 h. The 
mixture was filtered through celite and concentrated to give 2.00 g of 45D. 

E. (R)-M -f3-fa 4-Dihvdro-1 H-isQauinolin-2-yn-3-oxo-1 -r4-f 2-oxQ-2.3- 
dihydro-benzoimidazQl-l -vn-pipeririine-1 -carbonv ll-Dropvlcarbamovn-l - 
methyl-ethyl)-carbamic acid ter t-butyl ester 

25 According to General Procedure A, 80 mg (0.19 mnrral) of 45D and 22 

mg (0.20 mmol) of 1,2,3.4-tetrahydroisoquinoline were coupled and the 
product was purified by silica gel chromatography using an elution gradient of 
2% to 4% methanol in methylene chloride to provide 52 mg of 45E. 

F. (RV2-Amino-N-f3-ra.4-dihydro.1H-isoQuinolin-2-vn-3-oxo-1-r4-f2- 
30 oxo-2.3-dihydro-benzoimidazol-l-yn-piperid ine-1-carbonvn-Dropvn- 

isohtjtyramide 

Following the method outlined in General Procedure B, 45 mg (0.07 
mmol) of 45E was deprotected to give 22 mg of the title compound. 

1h NMR (CD3OD, 300MHz) (1:1 mixture of rotamers) (partial) 6 7.54- 
35 7.62 (m. 0.5H). 7.20-7.32 (m. 0.5H). 7.10-7.21 (m, 4H). 7.01-7.19 (m. 3H). 5.33- 
5.49 (m. 1H), 3.67-3.92 (m. 2H), 2.58-3.01 (m. 5H). 1.74-1.89 (m, 2H), 1.39-1.42 
(m, 8H). 

MS (CI, NH3) 533 (MH+) 



I 
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Example 46 

(R^2-Amino-N-( 1 -M H-indol-3-ylmethylV2-oxo-2-[4-phenyl-4-(pyrrol[dine-1 - 
carbonyl)-piperidin-1 -yl]-ethyl}-isobutyramide hydrochloride 

A. (1-(1-(1H-lndol-3-ylmethyl)-2-oxo-2-f4-phenyM-fpvrrolidme'1- 

5 carbonyl)-piperidin-1 -yl]-ethylcarbamQyl)-1 -methyl-ethyn-carbamic add tert- 
butyl ester 

According to General Procedure A, 71 mg (0.24 mmol) of {4-Phenyl- 
piperidin-4-yl)-pyrrolidln-1-yl-methanone hydrochloride and 94 mg (0.24 mmol) 
of 4C were coupled and the product was purified by silica gel chromatography 
10 using 100% ethyl acetate to elute to give 142 mg of 46 A. 

B. f RV2-Amino-N-f 1 -n H-indol-3-ylmethyl V2-oxQ-2-f4-phenyl-4^ 
(pyrrolidine- 1 "Carbonyh-piperidin-l -ylT-ethyl>-isobutyramide hydrochloride 

According to General Procedure C, 133 mg (0,21 mmol) of 46 A was 
deprotected to give 119 mg of the title compound as a solid. 
15 NMR (CD3OD, 250MHz) 5 7.52-7.63 (m, 1H), 7.00-7.37 (m, 8H), 

6.80-6.91 (m, 1H), 5.02-5.26 (m, 1H), 3.99-4.27 (m, 1H), 3.04-3.72 (m, 6H). 
2.61-3.02 (m, 3H), 1.44-2,28 (m, 13H). 
MS (CI, NH3) 530 {MH+) 

Example 47 

20 fR^-2-AminQ-N-(1 -d H-indol-3-ylmethvn-2-oxo-2-f4-f 1 -phenyl-1 H-indol-S-yh- 
prperidin-1 -vn-ethyn-rso butvramide hydrochloride 
A. [4-(1 H-lndol-3-yl)-4H-pyridin-1 -yll-phenyl-methanone 
To a solution of 23.4 g (0.20 mol) of indole in 250 mL of pyridine was 
added 23.2 mL (0.20 mol) of benzoyl chloride with mechanical stirring and the 
25 mixture was stirred for 48 h. After dilution with 100 mL of water and 

acidification with 6N HCI, the mixture was extracted twice with ether and the 
ether was washed once with 6N HCI. Drying over MgS04 and filtration 
through celite provided an oil which was triturated with methanol to give 18.4 g 
of 47A as a pale yellow solid. 
30 B, 3-Pyridin-4-yl-1 H-indole 

A mixture of 12.0 g (0.04mol) of 47A, 0.6 g of 10% palladium on carbon, 
8 mL of dibenzylamine and 70 mL of diphenyl ether were heated at 210^*0 for 
7.5 h. Off-white needles precipitated from solution on cooling and these 
needles were filtered and washed with ether. The solids were suspended in 
35 50 mL of 1 N HCI and washed once witii ether. The aqueous solution was 
filtered through celite and concentrated. To the residue was added 10 mL of 
5N NaOH, and the resulting solid was filtered and washed with water to 
provide 4.02 g of 47B. 
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C. 1 -Phenyl-3-pyridin-4-yl-1 H-indole 

To a mixture of 4.0 g (20.6 mmol) of 47B, 5-91 g (20.6 mmol) of cuprous 
bromide, 2.84 g (20.6 mmol) of potassium carbonate in 40 mL of N- 
methylpyrrolidine was added 9.1 mL (86.5 mmol) of bromobenzene and the 

5 mixture heated at 190^0 for 20 h. After cooling to room temperature the 

mixture was filtered through celite and the filter pad washed with ethyl acetate. 
The solution was refiltered and washed with 5N ammonium hydroxide solution 
until a blue color no longer appeared in the aqueous layer The organic 
portion was washed twice with water, once with brine, dried over MgS04 and 

10 concentrated to give 3.3 g of 47C as a light brown solid. 

D. 3-n -Benzyl-Dvridin-4-yn-1 -phenyl-1 H-indole bromide 

A mixture of 2.7 g (10.0 mmol) of 47C and 1 .1 8 mL (1 0.0 mmol) of 
benzyl bromide in 50 mL of benzene was heated on a steam bath for 3 h. After 
cooling to room temperature, the precipitated yellow solid was removed by 
15 filtration and washed with benzene to give 3.03 g of 47D, 

E. 3-n -Benzyl-1 .2-3.6-tetrahydro-pvridin-4-yl)-1-phenyl-1 H-indole 
To 3.0 g (6.8 mmol) of 47D in 100 mL of methanol was added 18.5 g 

(490 mmol) of sodium borohydride over 40 min. The mixture was stirred at 
room temperature for 1 h and then heated on a steam bath for 1.5 h. After 
20 cooling to room temperature, the mixture was diluted with water and ether, and 
potassium carbonate was added until the lower layer clouded. The mixture 
was filtered and the ether phase dried over MgS04 and potassium carbonate. 
Filtration and concentration provided 2.13 g of 47E as a yellow oil. 

F. 1 -Phenvl-3-DiDeridin-4 -yl-1 H-indole hydrochloride 

25 A mixture of 1 .7 g (6.21 mmol) 47E and 1 ,0 g of 1 0% palladium on 

carbon in 200 mL of ethanol was hydrogenated at 50°C for 5 h. 0.78 mL of 
concentrated HCI was added and hydrogenation continued at 50*'C for another 
17 h. The mixture was filtered through celite and concentrated to give 1.26 g of 
47F as a tan solid. 

30 G. (R VM -{1 H-lndol-3-ylmethyl)-2-oxo-2-[4-ri -phenyl-l H-indol-S-yh- 

piperidin-1-yl]'ethylcarbamoyl}-1-methyl-ethyl)-carbamtc acid tert-butyl ester 
According to General Procedure A, 70 mg (0.21 mmol) of 47F and 83 
mg of 4C were coupled and the product was purified by silica gel 
chromatography (65:35 v/v ethyl acetaterhexane) to give 90 mg of 47G as a 

35 white solid. 

H. m^2-Amino-N-(1-nH-indQl-3-vlmethyl^-2-oxo-2-r4-M-Dhenvl-1H- 
indol-3-yn-piperidin-1 -yl]-ethyl)-isobutyramide hydrochloride 
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To a solution of 90 mg (0.14 mmol) of 47G in 4 mL of ethanol was 
added 2 mL of concentrated HCI and the mixture was stirred at room 
temperature for 1 h. The mixture was concentrated and the residue crystallized 
from chloroform/hexane to give 72 mg of the title compound as a solid. 
5 1h NMR (CD3OD, 250MHz) (mixture of rotamers) 5 (partial)7.34-7.74 

(m, 8H), 7.01-7.29 (m, 6H), 6.78 (s, 1H), 5.22-5,39 (m, 1H), 4.45-4.69 (m, 1H). 
3.93-4,06 (m, 1H), 1.68 (s, 6H). 
MS (CI, NH3) 548 (MH+) 

Example 48 

10 (RV2-Amino-N-(1-(1H-tndol-3-ylmethylV2-f4-nHHndol-3-yl)-piperidin-1-yl|^^^ 

oxo-ethyl}-ispbutyramid9 hydrochloride 

A. 3-n ,2.3.6-Tetrahydro-pyridin-4-yn-1 H-indole 

50 mL of methanol was treated with 3.45 g (150 mmol) of sodium metal 
with stirring until the sodium had completely dissolved. To the methoxide 

15 solution was added 3.00 g (25.6 mmol) of indole and 10.23 g (66.6 mmol) of 4- 
piperidone monohydrate hydrochloride. The mixture was refluxed for 16 h and 
then concentrated. The residue was dissolved in ethyl acetate and washed 
once with water. The aqueous phase was extracted three times with ethyl 
acetate and the combined organics were washed once with brine, dried over 

20 Na2S04, and concentrated to give 2.85 g of 48A as a yellow solid. 

B. 3-Piperidin-4-yl-1 H-indole 

A mixture of 400 mg (2.0 mmol) of 48A in 1 00 mL of ethanol was 
hydrogenated at 45 psi for 17 h. The mixture was filtered through celite and 
concentrated to give 400 mg of 48B as a white solid. 
25 C. (m-(1-f1-nH-lndol-3-vlmethyn-2-r4-f1HHndot-3-vlVDiDeridin-1-vn-2- 

oxo-ethylcarbamoyl)-1 -methyl-ethyl)-carbamic acid tert-butyl ester 

According to General Procedure A, 100 mg (0.50 mmol) of 48B and 195 
mg (0.50 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography using a gradient elution of 75% ethyl acetate in hexane to 
30 87.5% ethyl acetate in hexane to give 220 mg of 48C as a white solid. 

D. 2-Amtno-N-f 1 -f 1 H-indQl-3-ylmethyn-2-[4-M H-indol-3-yl)-piperidin-1 - 
yl]-2-oxo-ethyl}-isobutyramide hvdrochloride 

To 220 mg (0.39 mmol) of 48C in 3 mL of ethanol was added 2 mL of 
concenti-ated HCI. The mixture was stirred at room temperature for 1 h and 
35 then concentrated. Methanol and a small amount of methylene chloride were 
added and the mixture was concentrated to give 200 mg of the title compound 
as a white solid. 
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1h NMR (CD3OD, 250MH2) (1:1 mixture of rotamers) (partial) 5 8.32- 
8.45 (m, 1H), 7.53-7.69 (m, 1H), 7,30-7.43 (m, 3H), 6.94-7.29 (m, 6H), 5.23-5.37 
(m, 1H), 4.46-4.63 (m, 1H), 3.90-4.04 (m, 1H). 1.62-1,68 (m. 6H). 
MS (CI, NH3) 471 (MH+) 
5 Example 49 

m>-2-Amino-N-f 1 -( 1 H-indol-3-ylmethvn-2-r4-f2-methvl-ben20imidazoM -ylV 
piperidin-1 ■'vn-2-oxo-ethvl]-isobutyramide hydrochloride 

A. 4-(2-Methvl-ben2oimida20l-1-vlVDiDeridine-1-carfaoxvlic acid tert- 
butyl ester 

10 To 325 mg (3.00 mmol) of 2-nnethylben2imida2ole in 12 mL of DMSO 

was added 100 mg (3.00 mmol) of sodium hydride (60% oil dispersion) and the 
mixture was stirred at room temperature for 30 min. The mixture was heated at 
70'*C for 15 min and then cooled to room temperature. A solution of 520 mg 
(3.00 mmol) of 4-methanesulfonyloxy-piperidine-1-carboxylic acid tert-butyl 

15 ester (Yoon et aL, WO9204342) in 3 mL of DMSO was added to the imida2ole 
solution, and the mixture was stirred at room temperature for 12 h. The mixture 
was diluted with ethyl acetate and washed twice with a solution of saturated 
sodium bicarbonate and brine. The solution was dried over MgS04 and 
concentrated. The product was purified by silica gel chromatography (95:5 v/v 

20 chloroform:methanol) to give 89 mg of 49A as a white solid. 

B. 2-Methyl-1 -piperidin-4-yl-1 H-ben20imida2ole trifluoroacetate 

To 89 mg (0.28 mmol) of 49A at O^'C was added 3 mL of trifluoroacetic 
acid and the mixture was stirred for 30 min. Dilution with ethyl acetate and 
concentration provided 92 mg of 49B as a yellow syrup. 
25 C. fRVM-f1-nH-lndol-3-ylmethvn-2-f4-f2-methvl-ben2ormida2ol-1-vn- 

piperidin-1 -yl]-2-oxo-ethylcarbamoyl)-1 -methyl-ethyl)-carbamic acid tert-butyl 
ester 

According to General Procedure A, 90 mg (0.42 mmol) of 49B and 163 
mg (0.42 mmol) of 4C were coupled and the product was purified by silica gel 
30 chromatography using (75:25 v/v ethyl acetaterhexanes) followed by (95:5 v/v 
CH2Cl2:MeOH) to give 126 mg of 49C as a white solid. 

D. f RV2-Amino-N-(1 -f 1 H-indol-3-vlmethvn-2-[4-f2-methvl- 
ben20imida20l-1 -yl)-piperidin-1 -yn-2-oxo-ethyl)-isobutyramide hydrochloride 
To 126 mg (0.21 mmol) of 49C in 6 mL of ethanol was added 6 mL of 
35 concentrated HCI. and the mixture was stirred at room temperature for 80 min. 
The mixture was concentrated and the residue redissolved in a small amount 
of methanol. Ethyl acetate was added until the product precipitated from 
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solution, and the precipitated material was cx)llected by filtration to give 85 mg 
of the title compound. 

1h NMR (CD3OD, 250MHz) (1:1 mixture of rotamers) (partial) S 7.53- 
7.81 (m, 4H), 7.19-7.40 (m, 2H), 7.00-7.19 (m. 3H), 2.91 (s, 1.5H), 2.81 (s, 
5 1.5H), 1.59-1.68 (m,6H). 
MS (CI, NH3) 487 {MH+) 

Example 50 

(R)-2-Amino-N-{1 -(1 H-indol-3-ylmethyl)-2-oxQ-2-[4-(2-phenyl-benzoimidazol-1 - 
yl)-piperidin-1 -yn-ethyl}-isobutyramide hydrochloride 

10 A. (1-Benzyl-Diperidin-4-ylVf2-nitro-phenyn-amine 

A mixture of 22.0 g (116 mmol) of 4-amino-1-benzylpiperidine, 16.31 g 
(116 mmol) of 1-fluoro-2-nitrobenzene, 19.17 g (116 mmol) of potassium iodide 
and 16.00 g (1 16 mmol) of potassium carbonate in 200 mL of DMSO was 
heated at 150*^0 for 1 6 h. The mixture was diluted with ethyl acetate and 

15 washed four times with water and once with brine. Drying over MgS04 and 
concentration provided the crude product, which was purified by silica gel 
chromatography (30:70 v/v ethyl acetatezhexanes) and crystallized from 1 0% 
ethyl acetate in hexane to give 27.0 g of 50A as yellow crystals. 

B. N-(1 -Benzyl-piperidin-4-yl)-benzene-1 .2-diamine 

20 A mixture of 1 0.0 g (32.2 mmol) of 50A and 1 .00 g of 1 0% palladium on 

carbon in 50 mL of ethanol was hydrogenated at 50 psi for 3 h. The mixture 
was filtered through celite and concentrated to give 9.00 g of 508 as a dark 
solid 

C. 1 -Benzyl-piperidin-4-yl)-2-phenyl-1 H-benzoimidazole 

25 A mixture of 1.00 g (3.56 mmol) of 508 and 1.89 g (17.8 mmol) of 

benzaldehyde in 4 mL of nitrobenzene was heated at 110°C for 16 h. The 
mixture was purified by silica gel chromatography (30:70 vA^ ethyl 
acetaterhexanes) to give 550 mg of 50C as a yellow foam. 

D. 2-Phenyl-1 ■piperidin-4-yl-1 H-benzoimidazole 

30 To 540 mg (1.47 mmol) of 50C in 2 mL of methylene chloride at -10X 

was added 294 mg (2.06 mmol) of a-chloroethyl chloroformate and the mixture 
was stirred for 20 min and then concentrated. The residue was dissolved in 4 
mL methanol and refluxed for 1 h. The mixture was concentrated to give 400 
mg of SOD. 

35 E. fRVf1-f1-f1H-lndol-3-vlmethvn-2-oxo>2-r4-f2-phenvl-benzoimidazol- 

1-yn-piperidin-1 -yl]-ethylcarbamoyl}'1 -methvUethylVcarbamic acid tert-butyl 
ester 
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According to General Procedure A, 70 mg (0,25 mmol) of SOD and 98 
mg (0^5 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography using a gradient elution of 50% ethyl acetate in hexane to 
100% ethyl acetate 30 mg of 50E was obtained as a white solid. 

5 F. (R V2-Amino-N-{1 -M H-indQl-3-vlmethyn-2-oxo-2-f4-(2-phenyU 

benzoimidazoM -yl)-piperidin'1 -yl]-ethylVisobutyramide hydrochloride 

To 30 mg (0.046 mmol) of 50E in 2 mL of ethanol was slowly added 2 
mL of concentrated HCI with stirring. The mixture was stirred at room 
temperature for 75min and then concentrated. Crystallization from ethyl 

10 acetate/hexane provided 22 mg of the title compound as a white solid. 

"•h NMR (CD3OD, 250MHz) (1:1 mixture of rotamers) (partial) 5 8.29 
(d, 0.5H), 7.63-7.80 (m, 8,5H), 7.26-7,54 (m, 2.5H). 6.98-7.18 (m. 2.5H), 5.29- 
5.40 (m, 0.5H), 5.00-5.10 (m, 0,5H), 4.48-4.78 (m, 2H), 2.36-2.61 (m, 2H). 1.56- 
1.72 (m, 6H). 

15 MS (CI, NH3) 549 (MH+) 

Example 51 

(R)-2-Amino-N-f2-f4-(6-fluoro-benzofd1isoxazol-3-yl)-piperidin-1-yl]-1-(1H- 
indol-3-vimethviV2-oxo-ethyl]-isobutyramide hyd rochloride 
A. 1 -Acetyl-piperidine-4-carboxylic acid 
20 A mixture of 129.2 g (1.00 mmol) of isonipecotic acid and 400 mL of 

acetic anhydride was refluxed for 2.5 h. The mixture was allowed to cool to 
room temperature and stirred for 17 h. The precipitated solids were filtered, 
washed with diethyl ether and dried under vacuum to give 150.1 g of 51 A as a 
white solid. 

25 B. 1 -Acetyl-piperidine-4-carbonyl chloride 

To 250 mL of thionyl chloride was added 50.0 g (292 mmol) of 51 A with 
mechanical stirring. The mixture was stirred for 1 h and then 200 mL of 
petroleum ether was added. The precipitated solids were collected by filtration 
and washed with cold petroleum ether. The solids were dried under vacuum to 
30 give 53.97 g of 51 B.' 

C. 1-[4-(2.4-Difluoro-ben2oyn-piperidin-1-yll-ethanone 
To a suspension of 75.0 g (562 mmol) of aluminum chloride in 95 mL of 
m-difluorobenzene was added 51 B over 10 min. The mixture was refluxed for 
3 h under nitrogen, and after cooling to room temperature the mixture was 
35 poured slowly onto ice. The product was extracted with methylene chloride 
and the combined organics were washed twice with water and once with brine. 
Drying over MgS04 provided 63.21 g of SIC as a yellow solid. 



wo 96/35713 



PCT/IB95/00333 



-104- 

D. ^2.4-DtfluorQ-phenyn-p i peridm-4-yl-methan nne hydrochloride 

A mixture of 10.0 g (37.4 mmcl) of 51 C in 40 mL each of concentrated 
HCI and glacial acetic acid was ref luxed for 7 h. An additional 20 mL of 
concentrated HCI was added to the reaction mixture and refluxing was 
5 continued for an additional 6 h. The mixture was concentrated and the residue 
triturated with 2-propanol to give 8.0 g of 51 D as a white solid. 

E. (2,4>Difluoro-phenyn-piperidin-4-yl-methanone oxime 

A mixture of 1 0.0 g (38.21 mmcl) of 51 D, 2.66 g (38.2 mmol) of 
hydroxylamine hydrochloride, and 4.6 mL (33.0 mmol) of triethylamine in 150 
10 mL of ethanol was stirred at room temperature for 30 min., and then refluxed for 
2.5 h. During reflux, the product began precipitating from solution. After 
cooling to room temperature, filtration provided 6.7 g of 51 E. 

F. 6-Fluoro-3-piperidin-4- yl-benzQfd1isoxazo!e 

A mixture of 10.0 g (41.62 mmol) of 51 E and 250 mL of 50% NaOH was 
15 refluxed for 5 h. After cooling to room temperature, the mixture was diluted with 
toluene and washed once each with water and brine. The mixture was dried 
over MgS04 and concentrated to provide a residue, which was triturated with 
ethyl acetate and petroleum ether to give 0.56 g of 51 F as a solid. 

G. rm-(1-f244-f6-Fluoro-benzQrd1isoxa zQl-3-ytVpiDeridin-1-vlM-f1H-> 
20 indol-3-ylmethyn-2-oxo-ethylcarbamoylV1 -methyl-et hyll-carbamic acid tert- 

butyl ester 

According to General Procedure A, 1 1 mg (0.045 mmol) of 51 F and 18 
mg (0.045 mmol) of AC were coupled and the product was purified by silica gel 
chromatography (95:5 v/v CH2Cl2:MeOH) to give 16 mg of 51G as a white 
25 solid. 

H. m\-2-Amino-N-f2-f4W6-fluQro-benzof dVisQxazol-3-vn-Diperidin-1-vl1- 
1-f 1 H-indQK3-vlmethyn-2-Qxo-ethyn-isobut yramide hvdrochloride 

To 16 mg (0.027 mmol) of 51 G in 2 mL of ethanol at room temperature 
was added 2 mL of concentrated HCI and the mixture stirred for 1 h. The 
30 mixture was concentrated and the residue crystallized from ethyl 
acetate/hexanes to give 11 mg of the title compound as a white solid. 

1hNMR(CD30D, 250MHz) (1:1 mixture of rotamers) (partial) 5 8.21- 
8.29 (m. 1H), 7.51-7.63 (m, 2H), 7.26-7.34 (m, 2H), 6.90-7.21 (m. 5H), 5.07-5.24 
(m, 1H), 4.43-4.49 (m, 1H), 3.79-3.92 (m. 1H). 2.58-2.74 (m, 2H). 1.44-1.53 (d. 
35 6H). 

MS (CI, NH3) 492 (MH+) 
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Exampi 52 

fR)-1-r2-f?-Aminn-2-methvt-nrnDiQnvlaminn) -f:t -f1HHnrinl-.q-Yn.Drnpinnyf]-4- 
phenvl-piperifiinn-4-rafboxvHc acid /4-hvrimvv .h, .tyll- ^mide hy rirnrl^l^riH^ 
^' ^•Phenvl-pipftridine-1.4-riioafhn)(vlic »niH rn ^n A-tert-hny oct»r 
5 To a suspension of 42.84 g (114 mmol) of 4-pheny|.4-piperidine 

carboxylic acid 4-methylben2enesuIfonate In 250 mL of dioxane and 50 mL of 
water was added 200 mL of IN NaOH. and the mixture was stirred until 
homogeneous. To the stirring mixture was added 27.3 g (125 mmol) of di-tert- 
butyldicarbonate over 15 min. Another 200 mL of IN NaOH was added and 
10 the mixture was stirred until a pH of 10-1 1 was maintained. Stirring was 
continued for an additional 17 h at room temperature, then the solution was 
diluted with 350 mL of water and extracted three times with diethyl ether The 
aqueous layer was acidified to pH 4-5 with glacial acetic acid, then extracted 
three times with ethyl acetate. The combined organics were washed three 
15 times with water and once with brine. Drying over MgS04 and concentration 
provided a clear oil. which was triturated with diethyl ether to give 32 3 g of 
52A as a white solid. 

^- 4-PhenYl-pipflrifilne-1.4.dirarhoxvlic «r.rt Hon^i estpr tert.h.rtY i ..^^r 
To 14.39 g (47 mmol) of 52A In 200 mL of DMF was added 7 2 g (52 
20 mmol) of potassium carbonate followed by 8.22 g (48 mmol) of benzyl bromide 
The mixture was stirred at room temperature for 1 7 h under nitrogen The 
reaction mixture was diluted with 600 mL of ethyl acetate and washed five 
times with water and once with brine. Drying over MgS04 and concentration 
provided 15.95 g of 52B as a clear oil that crystallized on standing. 

^- - ^-PhenYl-plperidme-4-carhoxvlin ar.ri hg n^ yr ester trifliinrn^ r^ot^^^ 
To 4.5 g (1 1.4 mmol) of 52B at 0°C was added 50 mL of cold 
trifluoroacetic acid and the mixture stin-ed for 1.5 h. The mixture was 
concentrated to give 5.10 g of 52C. 

^- fR)-''-f2-f?-tert-ButoxvcarbQnvlflrT^ i pn - 2-mefhvl-p r 9Dionvlaminr>)-<<- 
^° nH-lndo|-3-vn-proninnvn-4-nhenvl.pip priHin e-4.rarhnyylir acid hfin^y l o^^or 
According to General Procedure A. 1.09 g (2.8 mmol) of 4C and 885 mg 
(3.0 mmol) of 52C were coupled and the product was purified by silica gel 
chromatography using a gradient elution of 0% to 3% methanol in methylene 
chloride. 1 .04 g of 52D was isolated as a light pink solid. 

^- (R)-''-r2-fP-tert-Butoxvcarbonvlaminn. 9 .methvl-nrnpionvlaminn).?t. 
f1H-indol-3-yn-prnpinnvn-4-phenvl-ntDfiririin>.-4.onr K >oxviic arid 

A mixture of 1 .0 g (1 .5 mmol) of 520. and 200 mg of 20% palladium 
hydroxide on carbon in 30 mL of methanol was hydrogenated for17 h at 50 
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psi. The mixture was filtered through celite and concentrated to give 772 mg of 
52E as an orange solid. 

(R)-(1-r2-r4-f4^Hvdroxv-butvlcarbam ovl)-4-phfiny|-DiDeridin-1-yl]-l- 

f1H-lndol-3-vlmethvn-2-Qxo-ethylc arbamovl].1-methyl-ethy!]-carbamic aniri 
tert-butyl ester 

To a mixture of 66 mg (0.1 14 mmol) of 52E. 9.4 mg (0.105 mmol) of 4- 
amino-1-butanol, and 27 mg (0.210 mmol) of diisopropylethylamine in 1.5 mL 
of methylene chloride was added 56 mg (0.126 mmol) of benzotriazol-1 -yloxy- 
tris(dlmethylamino)phosphonium hexafluorophosphate (BOP) and the mixture 
was stirred overnight at room temperature. Concentration provided a residue 
which was dissolved in ethyl acetate and washed twice with 1 N NaOH and 
once with brine. Drying over MgS04 and concentration provided the crude 
product, which was purified by silica gel chromatography using a gradient 
eluticn of 0% to 5% methanol in methylene chloride. 50 mg of 52F was 
isolated as a white solid. 

G- fR)-1-f2-^2-AminQ-2- methvl-propionvlaminr>V3-MH-inHnl-.'^-yl)- 
Drooionvn-4-phenyl-piDeridine- 4-carboxylic acid (4-hvdroxv-bufvt^amide 
hydrochloride 

According to General Procedure C, 44 mg (0.068 mmol) of 52F was 
deprotected to give 30 mg of the title compound a^a light pink solid. 

'•hnmR(CD30D, 300MHz) (mixture of rotamers) (partial) S 7.52-7.61 
(m, 1H). 7.08-7.49 (m. 4H). 7.09-7.20 (m. 2H). 6.97-7.08 (m. 3H). 5.19-5.24 (m. 
1H), 3.39-3.51 (m, 3H), 2.90-3.27 (m, 5H), 1.50-1.61 (m. 6H). 
MS (CI, NH3) 548 (MH+) 
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Example 53 

(R)-1-[2-(2-Amino-2-methyi-propionylamino)'3-(1H-inclol-3-yl)-DroDionvl1-4- 
Dhenyl-pipendlne-4-carboxylic add amide hydrochloride 
A. (RW1-f2-f4-CarbamQyM-Dhenvl-Diperidin-1-vn-1-MHHndQl-3- 
5 ylmethylV2-QXO-ethylcarbamoylT-1-nnethvi-ethylVcarbamic acid tert^butyl ester 
To a mixture of 255 mg (0.44 mmol) of 52E, 1 18 mg (2.21 mmoi) of 
ammonium chloride and 400 mg (3.09 mmol) of diisopropylethylamine in 4 mL 
of methylene chloride was added 235 mg (0.53 mmol) of BOP and the mixture 
stirred at room temperature for 24 h. The mixture was concentrated and the 
10 residue dissolved in ethyl acetate. The organic portion was washed twice with 
1 N NaOH and once with brine. Drying over MgS04 and concentration 
provided a crude product which was purified by silica gel chromatography 
using a gradient elution of 50% ethyl acetate in hexane to 100% ethyl acetate. 
1 28 mg of 53 A was isolated as a white solid. 
15 B. f Rl-1 ■r2-f2-AminQ-2-methvl-propiQnytamlnoV3-n H-indol-3-yiV 

prQpionyn*4-phenyl-piperidine-4-carboxylic actd amide hydrochloride 

According to General Procedure C, 118 mg (0.20 mmol) of 53A was 
deprotected to give 90 mg of the title compound as a pink solid. 

1hNMR(CD30D, 300MHz) (mixture Of rotamers) (partial) 5 7.52-7.63 
20 (m, 1H), 7.19-7.47 (m, 4H), 6.98-7.17 (m, 5H), 5.13-5.25 (m. 1H). 3.82-4.21 (m. 
1H), 3.98-3.27 (m. 3H). 1.50-1.65 (m, 6H). 
MS (CI, NH3) 476 (MH+) 

Example 54 

(R)-1 -[2-(2-Amtno-2-methyl-propionylamino)-3-f 1 H-indol-3-yl)-propionyl]-4' 
25 phenyl-piperidine-4-carboxylic acid ethylamide hydrochloride 

A. fRM1-r2-f4-Ethvlcarbamoyl-4-phenyl-piperidin-1-ylV1-nH-indol-3- 
ylmethyl)-2-oxo-ethylcarbamoyl]-1-methyl-ethyl)-carbamic acid tert-butyl ester 

To a mixture of 255 mg (0.44 mmol) of 52E, 1 80 mg (2.21 mmol) of 
ethylamlne hydrochloride and 400 mg (3.09 mmol) of diisopropylethylamine in 

30 4 mL of methylene chloride was added 235 mg (0.53 mmol) of BOP and the 
mixture was stirred at room temperature for 24 h. The mixture was 
concentrated and the residue was dissolved in ethyl acetate and washed twice 
with 1 N NaOH and once with brine. Drying over MgS04 and concentration 
provided a crude product, which was purified by silica gel chromatography (1:1 

35 v/v ethyl acetaterhexanes) to give 167 mg of 54A as a white foam. 

B. f RV1 -f2-(2-Amino-2-methyl-propionylaminoV3-(1 H-indol-3-yn- 
propionyn-4-phenyl-piperidine-4-carboxy[ic acid ethylamide hydrochloride 
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According to General Procedure C, 167 mg (0.28 mmol) of 54 A was 
deprotected to give 132 mg of the title compound as a pink solid. 

1h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 7.50-7.65 
(m, 1H), 6.95-7.32 (m. 9H), 5.07-5.22 (m, 1H), 4.11-4.22 (m, 1H), 3.55-3.67 (m, 
5 1H). 2.88 -3.30 (m, 5H), 2.61-2.79 (m, 1H), 1.52-1.61 (m, 6H). 
MS (CI, NH3) 504 (MH+) 

Example 55 

(RVI-Amino-cvclopropanecarboxylic acid {1 -ben2yloxymethyl-2-QXQ"2-f4-(2- 
oxo-2.3-dihydro-benzoimidazol-1-yn-piperidin-1-vlVethyl)«amide 
10 trifluoroacetate 

A. (R)-f 1 -{1 -Ben2vloxymethyi-2-oxQ-2-T4-f 2-oxo-2.3-dihydro- 
benzQimidazoM-yn-piperidin-1-yr|-ethylcarbamQyl}-cyclopropyl^-carfaamic acid 
tert-butyl ester 

According to General Procedure A, 20 mg (0.05 mmol) of 1 B and 20 mg 
15 (0,10 mmol) of 1-tert-butoxycarbonylamino-cyclopropanecarboxylic acid 

(Kienzler et al., Helv. Chim. Acta (1992), 75 (4) pp 1078-84) were coupled and 
the product was purified by silica gel chromatography using a gradient elution 
of 45% ethyl acetate in hexane to 100% ethyl acetate to 2% methanol in ethyl 
acetate to give 10 mg of 55 A. 
20 B. (R)-l-Amino-cyclopropanecarboxylic acid (1-ben2ylQxymethyl-2-oxo- 

2-f4-f2-oxo-2.3-dihvdro-ben20imida2ol-1-vn-piperidin-1-vn-ethy»-amide 
trifluoroacetate 

To 10 mg (0.017 mmol) of 55A at 0*^0 was added 2 mL of cold 
trifluoroacetic acid and the mixture stirred for 1 h. The mixture was 
25 concentrated and then diluted with heptane and concentrated again. The 
product was crystallized from methylene chloride/hexane to give 7 mg of 55B 
as a solid. 

1h NMR (CD3OD, 3OOMH2) (mixture of rotamers) 5 7.19-7.40 (m. 5H), 
6.89-7.12 (m, 4H), 5.16-5.24 (m, 1H). 4.45-4.78 (m, 4H), 4.17-4.30 (d. 1H). 
30 3.64-3.81 (m, 2H), 3.15-3.30 (m. 1H), 2.72-2.99 (m, 1H). 2.50-2.67 (m, 0.5H), 
2.37-2.45 (m. 1.5H), 1.74-1.89 (m, 2H). 1.50-1.74 (m, 2H), 1.26-1.45 (m, 2H). 
MS (CI, NH3) 478 (MH+) 

Example 56 

f RV2-Amino-N-(1 -f 1 H-indcl-3-ylmethyn-2-oxo-2-[4-(2-oxo-1 .2-dihydro- 
35 imidazo[4,5-b]pyridin-3-vn-piperidin-1-yl1-ethvn-isobutyramide hydrochloride 
A. (1-Ben2yl-piperidin-4-yn-(3-nitro-pyridin-2-yn-amine 
A mixture of 1.66 g (10.5 mmol) of 2-chloro-3-nitropyridine, 2.00 g (10.5 
mmol) of 4-amino-1-benzylpiperidine, 1.74 g (10.5 mmol) of potassium iodide 
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and 1-44 g (10.5 mmol) of potassium carbonate in 10ml of DMSO was heated 
at 100*^0 for 17 h. After cooling to room temperature, the mixture was diluted 
with ethyl acetate and washed with saturated sodium bicarbonate solution and 
brine. Drying over MgS04 and concentration provided 1.25 g of 56A. 
5 B. N2-( 1 -Benzyl-pf peridin-4-yn-pyridine-2,3-diamine 

A mixture of 1 .25 g (4.16 mmol) of 56A and 200 mg of 10% palladiumon 
carbon in 150 mL of ethanoi and 50 mL of ethyl acetate was hydrogenated at 
50 psi for 3 h. The mixture was filtered through celite and concentrated to give 
1.07gof 56B. 

10 C. 3-(1>Ben2yl-piperidin>4»yn-1-3-dihydroHmida2Qf4.5-b]pyridin>2-one 

A mixture of 1.07 g (3.74 mmol) of 568. 2.43 g (15.0 mmol) of N,N- 
carbonyidiimidazole, and 760 mg (7.52 mmol) of triethylamlne In 10 mL of 
ethylene glycol dimethyl ether was heated at 80**C for 17 h. The mixture was 
diluted with ethyl acetate and washed with saturated sodium btcart>onate 

15 solution and brine. Drying over MgS04 and concentration provided a crude 
product which was purified by silica gel chromatography using a gradient 
elution of 75% ethyl acetate in hexane to 100% ethyl acetate to give 270 mg of 
56C. 

D. 3-Piperidin- 4-yl-1.3-dihydrQ-tmidazor4.5-b1pvridin-2*one 
20 To a solution of 270 mg (6.88 mmol) of 56C in 1 mL of 1.2- 

dichloroethane at 0°C was added 286 mg (2.0 mmol) of a-chloroethyl 
chloroformate. The ice bath was removed and the mixture stirred for 1 h. The 
mixture was concentrated and the residue dissolved in 10 mL of methanol and 
heated at 60**C for 3 h. The mixture was diluted with 2N NaOH and brine and 
25 extracted five times with chlorofomi. The organic extracts were dried over 
MgS04 and concentrated to give 70 mg of 56D. 

E. f R 1-M H-lndQl-3-ylmethyn-2-oxo-2-f4-f2-oxo-1 .2-dihydro- 
imidazof4.5-b]pyridin-3-yn-piD eridin-1-yn-ethvlcarbamovn-1'methyl-ethyn- 
carbamic acid tert-butyl ester 

30 According to General Procedure A, 70 mg (0.32 mmol) of 56D and 125 

mg (0.32 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography using a gradient elution of 70% ethyl acetate in hexane to 
100% ethyl acetate to give 100 mg of 56 E. 

F. f RV2-Amlno-N-{1-f 1 H-lndQl-3-ylmethyn-2-oxo-2-r4-f2-oxo-1 .2- 
35 dihydro-lmida2of4.5-b1pvridin-3-ylVpiperidin-1-yn-ethyl}-isobutyramide 

hydrochloride 

To 100 mg (0.28 mmol) of 56E in 3 mL of ethanoi at O'^C was added 1.5 
mL of concentrated HCI. the ice bath was removed and the mixture stirred for 2 
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li. The mixture was concentrated several times from ethanol. The residue was 
diluted with ethyl acetate/hexanes and the precipitated solid collected by 
filtration to give 52 mg of the title compound- 

"•h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 7.97-8.06 
5 (m, 1 H). 7.53-7.69 (m, 2H), 7.25-7.38 (m. 2H), 7,09-7^1 (m, 3H), 5.22-5.33 (m, 
1H). 4.49-4.74 (m, 2H), 1.48-1.64 (m, 6H). 
MS (CI, NH3) 490 (MH+) 

Example 57 

(R>-2-Amino-N-r2-r4-f5-chloro-2-oxo-2.3-dihydro-benzQim?da2ol-1-yn- 
10 piperidin-1 -yl]-1 -(1 H-indol-3-ylmethyn-2-oxo-ethyl]-isobutyramide 

A. f1-Benzvl-Diperidin-4-vn-f4-chloro-2-nitrD-phenyn-amine 

A mixture of 10.0 g (53.0 mmol) of 4-amino-1-benzylpiperidine, 10.0 g 
(53.0 mmol) of 2,5-dichloronitrobenzene, 8.80 g (53.0 mmol) of potassium 
iodide, and 7.30 g (53 mmol) of potassium carbonate in 60 mL of DMSO was 
15 heated at 140**C for 48 h. The mixture was diluted with ethyl acetate and 

washed five times with water and once with brine. The mixture was dried over 
MgS04 and concentrated. The residue was triturated with 30% ethyl acetate in 
hexane to give 8.3 g of 57A as a red solid. 

B. N1-(1-Benzyl-piperidin-4-yl)-4-chloro-ben2ene-1.2-diamine 

20 A mixture of 8.30 g (26.28 mmol) of 57A was hydrogenated for 3 h at 45 

psi The mixture was filtered through celite and concentrated. The product was 
purified by silica gel chromatography using a gradient elution of 100% ethyl 
acetate to 10% diethylamine in ethyl acetate to give 6.41 g of the title 
compound, 

25 C. 1-M-Benzyl-piperidin-4-yn-5-chloro-1.3-dihydro-benzoimidazol-2- 

A mixture of 1.00 g (3.50 mmol) of 57B, 2.84 g (17.5 mmol) of N.N'- 
carbonyldiimidazole, and 764 mg (7.0 mmol) of triethylamine in 3 mL of 
ethylene glycol dimethyl ether was heated at 92**C for 5 h. The mixture was 
30 concentrated and the product was purified by silica gel chromatography (75:25 
v/v ethyl acetate:hexanes) to give 680 mg of 57C as a pink solid. 

D. 5-Chloro-1 -piperidin-4-yl-1 .3-dihydro-benzoimida2ol-2-one 
To a solution of 680 mg (2.18 mmol) of 57C in 3 mL of methylene 
chloride at -lO'^C was added 468 mg (3.27 mmol) of a-chloroethyl 
35 chloroformate and the mixture stirred for 40 min. Concentration provided a 
dissolved residue which was in 1 0 mL of methanol and warmed to reflux for 1 
h. The mixture was concentrated and 50 mL of chloroform was added to the 
residue followed by a solution of 90 mg of sodium hydroxide in 10 mL of water. 
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The mixture was stirred for 15 min. The layers were separated and the organic 
portion was washed once with brine. Drying over MgS04 and concentrations 
provided 510 mg of 57D as a pink solid. 

E. f R)-( 1 -r2-r4-f5-ChlorQ-2-oxo-2.3-dihvdro-benzoimida7QM >ylV 

5 plperidin-1-yl]>1-(1H-indoU3-ylnriethylV2-oxo-ethylcarbamoyl]-1-nriethvt-ethyl^ 
carbamic acid tert-butyl ester 

According to General Procedure A, 40 mg (0,16 mmol) of 57D and 62 
mg (0.16 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography eluting with 50% ethyl acetate in hexane followed by 5% 

10 methanol in methylene chloride to give 31 mg of 57E as a white solid, 

F. fRV2-Amin o-N-f2-f4-r5-chloro-2-Qxo-2.3-dihydro-benzoimidazol-1- 
ylVpiperidin-1-yn-1-(1H-indol-3-ylmethyn-2-oxQ-ethvn-isobutvramide 

To a mixture of 31 mg (0.05 mmol) of 57E in 3 mL of ethanol was added 
3 mL of concentrated HCI and the mixture was stirred at room temperature for 
15 80 min. The mixture was concentrated, and the residue crystallized from ethyl 
acetate/hexane to give 26 mg of the title compound as a white solid. 

IH NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 8.19-8.30 
(m, 1H), 7.42-7.64 (m, 1H), 6.94-7.37 (m, 8H), 5.05-5.30 (m, 1H). 4.12-4.54 (m. 
3H), 2.37-2.61 (m. 2H), 1.48-1.64 (m, 6H). 
20 MS (CI, NH3) 523, 525 {MH+) 

Example 58 

fR^-2-Amino-N-{1-benzyloxymethyl-2-QXQ-2-f7-(toluene-4-sulfonylamlno>-3.4- 
dihydro-1H-isoquinolin-2-y!]-ethyl)-isobutyramide 

A. (RU 1 -f 1 -Benzvloxvmethyl-2-oxQ-2-r7-ftQluene-4-sulfQnylamf nQV3.4- 
25 dihydro-1 H-isoquinoll n-2-yll-ethylcarbamoyll-1 -methyl-ethyn-carbamic acid 

tert-butyl ester 

To a mixture of 42 mg (0.846 mmol) of 6C and 10.3 mg (0.102 mmol) of 
triethylamine in 5 mL of methylene chloride at O^'C was added 18 mg (0.93 
mmol) of toluenesulfonyl chloride and the mixture was allowed to warm to room 
30 temperature and stirred overnight. The residue was dissolved in ethyl acetate 
and washed once each with 1 N NaOH and brine, dried over Na2S04 and 
concentrated. The product was purified by silica gel chromatography (60:40 
v/v ethyl acetate:hexanes) to give 19 mg of 58A as a foam. 

B. (R)-2-Amino-N-{1-benzyloxymethyl-2-oxQ-2-[7-(to[uene-4- 
35 sulfonylaminoV3.4-dihydro-1H-isoquinolin-2-yl]-ethylVisobutyramide 

According to General Procedure C. 19 mg (0.029 mmol) of 58A was 
deprotected to give 12 mg of the title compound. 
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"•h NMR (CD3OD, 250MHz) (1:1 mixture of rotamers) (partial) 5 7.46- 
7.67 (m, 2H), 6.79-7.29 (m, 11H), 5.06-5.21 (m, 1H), 2.29-2,32 (d, 3H), 1.48- 
1.60(bs,6H). 
MS (CI, ISIH3) 565 (MH+) 

S Example 59 

m^-2-AminQ-N -f1-ben2ofb1thiQphen-3-vlmethvl-2-oxQ-2-f4-r2-oxo-2-3-dihv 
benzoimidazol-1-yn-pi peridm-l-yn-ethvn-isobutvramide hydrochloride 

A. rRV3-Ben2 orbTthiophen-3-vl-2-(2-tert-butoxvcarbonvtaminQ-2-methyl- 
propionylaminoVpropionic acfd 

10 A mixture of 193 mg (0,64 mmol) of D-3-(3-benzothienyl)alanine 

trifluoroacetate. 180 mg (0.53 mmol) of 33 A, and 219 mg (1.70 mmol) of 
diisopropylethylamlne In 10 mL of DMF was stirred ovemight at room 
temperature. The mixture was acidified with IN HCI and diluted with ethyl 
acetate. The aqueous phase was extracted three times with ethyl acetate and 

15 the combined organics were washed five times vwth water, dried over 
MgS04 and concentrated. The product was purified by silica gel 
chromatography, eluting with 100% chloroform, followed by 5% methanol in 
chloroform, followed by (9:1:0.1 v/v/v chloroform: methanol: acetic acid) to give 
110 mg of 59A. 

20 B. IRUI-f 1 -Benzorb1thioDhen-3-vlmethvl-2-oxQ-2-r4-f2-oxo-2.3-dlhydro- 

benzoimidazol-1 -v(VpiDeridin-1 -yl]-ethylcarbamQyl} -1 -methyl-ethvn-carbamic 
acid tert-butvl ester 

According to General Procedure A, 58 mg (0.27 mmol) of 4-{2-keto-1- 

benzimidazolinyl) piperldine and 105 mg (0.27 mmol) of 59A were coupled 
25 and the product was purified by silica gel chromatography using a gradient 

elution of 20% hexane in ethyl acetate to 100% ethyl acetate. 95 mg of 59B 

was isolated as a foam. 

C. fRV2-Amino-N-(1-benzofb1thlQphen-3-ylmethvl-2-oxo-2-f4-f2-oxo- 

2.3-dihvdro-benzoimidazol-1-yl)-piperidin-1-yn-ethyl)-isobutyramlde 
30 hydrochloride 

According to General Procedure C, 85 mg (0.14 mmol) of 59B was 

deprotected to give 55 mg of the title compound as an off-white solid. 

"•h NMR (CD3OD. 300MHz) (1:1 mixture of rotamers) (partial) 5 7.83- 

7.99 (m, 2H). 7.30-7.48 (m, 3H). 7.20-7.28 (m, 0.5H). 7.51-7.26 (m. 3H), 6.86- 
35 6.92 (m, 0.5H), 5.29-5.45 (m, 1H), 4.57-4.71 (m, 1H). 4.29-4.44 (m, 1H), 3.96- 

4,09 (m, 1H). 2.20-2.83 (m, 3H). 1.55-1.64 (d. 3H). 1.44-1.51 (d. 3H). 

MS (CI. NH3) 506 (MH+) 
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Exampl 60 

(P)- 2-Annino-N-f1-f4-benzvloxy-ben2yl)-2-oxQ-2-f7-rtQlufinfi-4-su[fonvlaminn)- 
3.4-dihvdro-1 H-isngi jinol!n-2-ylVet hvn-isobutyramide hydrochloride 

A. 1.2.3.4-Tetrahydro-isn auinQlin-7-ylaminft 

5 A mixture of 500 mg (2.8 mmol) of 6A and 500 mg of 10% palladium on 

carbon was hydrogenated at 45 psi overnight. The mixture was filtered through 
celite and concentrated to give 350 mg of 60A as a white solid. 

B. rRMl-r2-r7-Amino-3 4- dihvdro-1H-isoauinolin-2-vl^-1-r4-ben2ylQxy- 
ben2vn-2-oxo-ethvlcarbamovn-1-methy|.fit hvl)-carbamic acid tert-butyl ester 

10 According to General Procedure A, 300 mg (0.68 mmol) of 44D and 100 

mg (0.68 mmol) of 60A were coupled and the product was purified by silica gel 
chromatography (75:25 vA/ ethyl acetate:hexanes) to give 230 mg of 60B as a 
white solid. 

C. f R)-(1 -1 1 -(4-Ben2vloxv-benzvn-2-o xQ-2-f7-/tnh iene.4-sulfonylamino^- 

15 3.4-dihvdro-1H-isoQujnotin-2-yn-ft thvlcarbamov»-1-methvl-ethvn-carbamir 
acid tert-butyl ester 

A mixture of 220 mg (0.39 mmol) of SOB, 85 mg (0.44 mmol) of p- 
toluenesulfonyl chloride and 55 mg (0.44 mmol) of 4-dimethylaminopyridine in 
5 mL of methylene chloride was stirred overnight at room temperature. The 
20 mixture was diluted with chloroform and washed twice each with 10% HCI 
solution, saturated sodium bicarbonate solution and brine. Drying over 
MgS04 and concentration provided a crude product, which was purified by 
silica gel chromatography (75:25 v/v ethyl acetaterhexanes) to give 200 mg of 
60C. 

25 D. rR>-2-Amino-N-f 1 -^4-h finzyloxy-ben2vn-2-Qxo-2-r7-/toluene.4- 

SUlfonvlaminoV3.4-dihydro-1 H-isr>quinnlin-2-vn-6thvn-isobutyramide 
hydrochloride 

To a solution of 150 mg (0.21 mmol) of 60C in 3 mL of ethanol was 
added 2 mL of concentrated HCI and the mixture Was stirred at room 
30 temperature for 1 h. The mixture was concentrated, and the residue 
crystallized from methylene chloride/hexane to give 112 mg of the title 
compound. 

■•h NMR (CD3OD, 300MHz) (1:1 mixture of rotamers) (partial) 6 7.64 (d. 
2H). 7.17-7.39 (m, 7H). 7.04-7.10 (m, 1H), 6.79-6.92 (m, 5H), 4.90-5.12 (m, 2H), 
35 4.29-4.57 (m. 1 .5H). 4.1 1 -4.20 (m. 0.5H). 2.82-2.97 (m. 2H). 2.34 (d, 3H). 1 .46- 
1.52 (m,6H). 
MS (CI. NH3) 641 (MH+) 
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Example 61 

(R^2-Amino-N-ri -(7-aminQ-3.4-dihydro-1 H-isoquinQline-2-carbonylV2-n H- 
inclol-3-yl)-ethyl]-isobutyramide dihydrochloride 
A. m^-2-AminQ-N-f1-(7-amino-3.4Kjihvdro-1H-isoQuinQl}ne-2-cart^^ 
5 2-(1 H-indol-3-yl)-ethvn-isobiityramide dihydrochloride 

According to General Procedure C, 29 mg (0.056 mmol) of 36B was 
deprotected to give 14 mg of the title compound. 

1h NMR (CD3OD, 30OMH2) (1 :1 mixture of rotamers) (partial) 5 7.51- 
7.60 (m. 1H), 7.24-7.31 (d, 0.5H). 6.91-7.18 (m. 6.5H), 5.14-5.33 (m, 1H). 4.42- 
10 4.68 (m, 1.5H), 4.12-4.23 (m, 0.5H), 2.53-2.75 (m, 1H), 2.35-2.51 (m. 0.5H). 
2.08-2.22 (m. 0.5H). 1 .52-1 .63 (m, 6H). 
MS (CI, NH3) 420 (MH+) 

Example 62 

(R)-2-Amino-N-{1 -f4-(2-oxo-2.3-dihydro-benzoimida2ol-1 -yt)-piperidine-1 - 
15 carbonyl]-4-phenyl-butyl}-isobutyramide hydrochloride 

A. 2-0x0-5. 6-diDhenvl-3-(3-Dhenvl-allvn-morpholine-4-carboxvlic acid 
To a -78**C solution of 13.8 g (70.0 mmol) of cinnamyl bromide and 4.94 

g (14.0 mmol) of t-butyl-(2S, 3R)-{+)-6-oxo-2,3-diphenyl-4-morpholine 
carboxylate in 350 mL of anhydrous THF was added 

20 28 mL (28 mmol) of 1M sodium bistrimethylsilylamide in THF. The mixture was 
stirred at -78**C for 1 .5 h and then poured into 750 mL of ethyl acetate. The 
mixture was washed twice with brine, dried over MgS04 and concentrated to 
give a yellow oil. The oil was stirred in 150 mL of hexane ovemight and the 
precipitated solid was then collected by filtration to give 3.2 g of 62 A as a white 

25 solid. 

B. 5.6-Diphenyl-3-(3-phenyl-allyn-morpholin-2-one 
According to General Procedure B, 2.97 g (6.33 mmol) of 62A was 

deprotected to give an orange oil which was purified by silica gel 
chromatography (10:90 v/v ethyl acetate rhexane) to give 880 mg of 628 as a 
30 white solid. 

C. 2-(2-Amino-2-methyl-propionvlaminoV5-phenyl-Dentanoic acid 
A mixture of 440 mg (1 .19 mmol) of 62B and 120 mg of palladium 

chloride in 20 mL of ethanol and 10 mL of THF was hydrogenated at 45 psi for 
16 h. The mixture was filtered through celite and concentrated, and the residue 
35 was triturated with etiier to give 240 mg of 62C as a white solid. 

D. (R)-2-(2-tert-Butoxycarbonylamino-2-methyl-propionylamino)-5- 
phenyl-pentanoic acid 
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A mixture of 203 mg (1 ,05 mmol) of 33 A, 378 mg (1 .26 mmol) of 62C 
and 434 mg (3.36 mmol) of diisopropylethylamine in 2 mL of DMF was stirred 
ovemight The mixture was 'diluted with ethyl acetate and extracted twice with 
IN HCI. The aqueous phase was extracted once with ethyl acetate. The 
5 pooled organic extracts were washed three times with water and once with 
brine. The mixture was dried over MgS04 and concentrated. The residue was 
purified by silica gel chromatography using 80% chloroform in hexane followed 
by 100% chloroform followed by 10% methanol in chloroform to give 127 mg 
of 62D. 

10 E. f RV<1 -Methyl-1 -f 1 -f4-r2-oxo-2.3-dihydro-benzoimida2ol-1 -yl)> 

piperidine-1-carbonyn-4-phenyt-butylcarbamoyl}-ethyl)-carbamic acid tert butyl 
ester 

According to General Procedure A, 45 mg (0.12 mmol) of 62D and 26 
mg (0.12 mmol) of 4-(2-keto-1-benzimldazolinyl) piperidlne were coupled and 
15 the product purified by silica gel chromatography using a gradient of 100% 
methylene chloride to 3% methanol in methylene chloride to give 39 mg of 
62E as a yellow foam. 

F. fRV2-Amino-N-f1-f4-f2-oxo-2.3-dihydro-benzoimida2ol-1-yl)- 
plperidine-1"Carbonyn-4-phenyl-butyl}-isobutyramide hydrochloride 
20 According to General Procedure C, 36 mg (0.062 mmol) of 62E was 

deprotected to give 28 mg of the title compound as a white solid. 

1hNMR{CD30D, 250MHz) (mixture of rotamers) (partial) 5 7.03-7.36 
(m, 9H), 4.62-4.73 (m, 1H). 4.43-4.59 (m. 1H), 3.97-4.19 (m, 1H), 2.52-2.87 (m. 
3H), 1.60 (s, 6H). 
25 MS (CI, NH3) 578 (MH+) 

Example 63 

2-Amino-N-{1-(1-methyMH-indol-3-ylmethyl)-2-oxo-2-[4-(2-oxo-2.3-dihydro- 
benzoimidazol-1 -yn-oiperidtn-l -vll-ethyll-isobutyramide hvdrochloride 
A. 2-(2-tert-Butoxycarbonylamino-2-methyl-propionylamino)-3-(1- 
30 methyl-1 H-indol-3-yn-propionic acid 

A mixture of 1.00 g (4.58 mmol) of 1-methyl-dl-tryptophan, 1.65 g (5.5 
mmol) of 33 A. and 1.30 g (10.0 mmol) of diisopropylethylamine in 2 mL of DMF 
was heated ovemight at 50°C. The mixture was diluted with ethyl acetate and 
washed once each with 10% HCI and brine. The solution was dried over 
35 MgS04 and concentrated, and the product was purified using a gradient of 2% 
to 5% methanol in methylene chloride to give 173 mg of 63 A. 
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B. n -MethyM >{1 -(1 -methyl-1 H-indol-3-vtmethyn-2-Qxo-2-f4-f2-oxQ-2.3- 
dihvdro-benzQimfdagQl-1-yl Vpiperidin-1-vll-ethylcarbamovl^^^ 

acid tert-butyl ester 

According to General Procedure A, 173 mg (0.42 mmol) of 63A and 
5 131 mg (0.42 mnnol) of 4-(2-keto-1-benzimidazolinyl) piperidine were coupled 
and the product was purified by silica gel chromatography in 100% ethyl 
acetate to give 210 mgof63B. 

C. 2-Amino-N-{1 -n -methvl-l H-indQl-3*ylmethyn-2-oxQ>2-r4-f2-oxo-2.3- 
dihydro-benzoimidazol-l -yl>-piperidin-1 -yl]-ethyl}- 

10 isobutvram ide hydrochloride 

According to General Procedure C, 209 mg (0.35 mmol) of 63B was 
deprotected to give 166 mg of the title compound. 

1h NMR (CD3OD, 250MHz) (mixture of rotamers) (partial) (1:1 mixture 
of diastereomers) 5 7.67 (d. 0.5H), 7.55 (d, 0.5H), 7.31-7.39 (m, 1H). 6.99-7.26 
15 (m, 6.5H), 6.74 (d, 0.5H), 5.12-5.33 (m. 1H), 3.78 (s, 3H), 1.49-1.63 (m, 6H). 
MS (CI, NH3) 503 (MH+) 

Example 64 

fRV2-Amlno-N-f1-napht halen-1-ylmethvl-2-oxo-2-r4-/2-Qxo>2.3-dlhydro- 
benzoimidazol-1 -yl^piperidin-l -yl]-ethyl}-isobutyramide trifluoroacetate 

20 A. fR)-2-(2-tert-Butoxvcarbonvlamino-2-methyl-proDionylaminQ>-3- 

naphthalen-1-yl-propionic acid 

A mixture of 500 mg (1.52 mmol) of D-3-(l'-napthyl)alanine, 547 mg 
(1.82 mmol) of 33A and 0.80 mL (4.56 mmol) of diisopropylamine In 5 mL of 
DMF was heated at 50^*0 ovemight. The mixture was concentrated and the 

25 residue diluted with methylene chloride. The organic portion was washed 
once with water, twice with 1 N HCI and once with brine. The solution was 
dried over MgS04 and concentrated, and the product was purified by silica gel 
chromatography (0.1:5:95 v/v/v acetic acid:methanol:methylene chloride) to 
give 484 mg of 64A. 

30 B. (R)-n -Methyl-1 -(1 -naphthalen-1 -ylmethyl^2>QXQ^2-[4-f2^oxo■2.3- 

d^hvdro^benzoimidazol-1-y^-p^peridin-1-yl^ethylcarbamovl)-ethy^-carbamic 
acid tert-butyl ester 

According to General Procedure A. 100 mg (0.25 mmol) of 64 A and 50 
mg (0.23 mmol) of 4-(2-keto-1-benzimidazolinyl)-piperidine were coupled and 

35 Ihe product was purified by silica gel chromatography using a gradient of 100% 
methylene chloride to 4% methanol in methylene chloride to give 97 mg of 
64B. 
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C. (R)-2-Amino-N-(1-naDhthalen-1-vlmethyl-2-oxo-2-[4-f2-oxo-2.3- 
dihydrQ'benzoimida2ol-1-ylVpiperidin-1-yl]-ethyl}-isobutyramide 
trifluoroacetate 

To 91 mg (0.1 5 mmol) of 64B at 0°C was added 2 mL of cold TFA and 
5 the mixture was stirred at 0**C for 2 h. The mixture was concentrated, then 
coevaporated twice each from methylene chloride and toluene to give 99 mg 
of the title compound as a white powder. 

1h NMR (CD3OD. 250MHz) (mixture of rotamers) (partial) 5 8.22 (d, 
0.5H), 8.17 (d, 0.5 H). 7.79-7.94 (m, 2H). 7.39-7.67 (m, 4H). 7.01-7.26 (m, 
10 3.5H), 6.75 (d, 0.5H), 5.42-5.51 (m, 1H), 5.29-5.40 (m, 1H), 4.54-4.67 (m, 1H), 
4.19-4.37 (m, 2H), 3.51-3.82 (m, 3H), 2.29-2.72 (m, 3H), 1.49-1.68 (m, 6H). 
MS (CI, NH3) 500 (MH+) 

Example 65 

rRV2-Amino-N-f2-f1H-indol-3-vn-1-r6-fmorpholine-4-carbonvn-3.4-dihvdro-1H- 
15 isoquinoline-2-carbonyn-ethyn-isobutyramide hydrochloride 

A. rR^-f1-l2-MH-lndot-3-vn-1-f6-fmorDholine-4-carbonvn-3.4-dihvdro- 
1 H'isoquinoline-2-carbonyl]-ethylcarbamoyl)-1 -methyl-ethyl)-carbamic acid 
tert-butvl ester 

According to the method outlined in General Procedure A, 121 mg (0.22 
20 mmol) of 26 A and 19 mg (0.33 mmol) of morpholine were coupled to give 140 
mg of 65 A as a yellow oil. 

B. (R)-2-AminQ-N-f2-nH-indol-3-yl)-1-f6-fmorpholine-4-carbonyl)-3.4- 
dihydro-1H-isoquinoline-2-carbonyn--ethvl)-isobutvramide hydrochloride 

To 86 mg (0.14 mmol) of 65A in 6 mL of ethanol was added 2.0 mL of 
25 concentrated HCI and the mixture was stirred for 1 .5 h at room temperature, 
The mixture was concentrated to give 68 mg of the title compound as a tan 
solid. 

1h NMR (CD3OD, 3OOMH2) (mixture of rotamers) (partial) 5 7.51-7.61 
(m, 1H), 6.92-7.30 (m. 6.5H), 6.58 (d, 0.5H). 5.14-5.39 (m. 1H). 4.56-4.66 (d, 
30 0.5H), 4.41-4.50 (d. 1H), 4.09-4.18 (d, 0.5H). 

Example 66 

rR^-2-Amino-N-(1-f1HMndol-3-vlmethvn-2-Qxo-2-r4-f2-oxo-2.3-dihvdro- 
imida20[4.5-c]pyridin-1 -yh-piperidin-l >vn-ethvn- 
isobutyramide di hydrochloride 
35 A. 1 ■Piperidin-4-yl-1 .3-dihvdro-imidazo[4.5-c]pyridtn-2-one 

66A was prepared by the same route illustrated in Example 56 using 4- 
chloro-3-nitro-pyridine and 4-amino-1-ben2ylpiperidine as starting materials. 
The 4-chloro-3-nitro-pyridine was prepared by adding 3.00 g (23.8 mmol) of 4- 
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hydroxy-3-nitropyridine to 10 mL of phosphorous oxychloride and heating the 
mixture at 130°C for 3 h. The mixture was poured into ice water, neutralized 
with 2N NaOH and allowed to stand for 1 h. The mixture was extracted with 
ethyl acetate and the combined organics were washed with brine. The solution 

5 was dried and concentrated to give 2,92 g of 4-chloro-3-nitro-pyridine. 

B- (R)-n-(1 -(1 H-lndQl-3-ylm6thyn-2-oxo-244-(2-oxo-2.3-dihydro- 
imidazQf4.5'ClDvridin-1'yl)-piperidin-1>yn-ethylcarbamo yl>-1-methyNethylV 
carbamic acid tert-butvl ester 

According to General Procedure A, 90 mg (0.29 mmot) of 66 A and 113 

10 mg (0.29 mmol) of 4C were coupled and the product was purified by silica gel 
chromatography using an elution gradient of 1% methanol in methylene 
chloride to 5% methanol In methylene chloride followed by 5% methanol plus 
1% acetic acid in methylene chloride to give 80 mg of 66B. 

C. (RW1-f1-f1H-lndol-3-vlmethvn-2-oxo-2-r4-f2>oxo-2.3-dihvdro- 

15 imtda2or4.5-c1pyridin-1-yn-piperidin-1-vn-ethylcarbam oyn-1"methyl-ethvn- 
carbamic acid tert-butyl ester dihydrochloride 

To 80 mg (0.14 mmol) of 668 in 3 mL of ethanol was added 3 mL of 
concentrated HCI and Vne mixture was stirred at room temperature for 3 h. The 
mixture was concentrated and then coevaporated three times with ethanol. 

20 The residue was crystallized from ethyl acetate/hexane to give 60 mg of the 
title compound. 

1h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 6 8.41-8.57 
(m, 2H), 7.87 (d. 0.5H), 7.58 (d, 0.5H), 7.21-7.39 (m, 2H). 7.07-7.13 (m, 3H). 
5.24.5.34 (m. 0.5H). 5.12-5.20 (m, 1H), 4.60-4.71 (m, 1H), 1.52-1.67 (m. 6H), 
25 MS (CI, NH3) 491 (MH+) 

Example 67 

2.Am}no-N-{1-biphenyl-4-ylmethvl-2-oxQ-2>f4- /2-QXQ-23-dihydro- 
benzQimidazoM -ylVpiperidin-1 ■yll-eth ylMsobutyramide hvdrochloride 
A. rnV2-AminQ-3-biphenyl-4-yl-propionic acid trifluoroacetate 
30 To 1.50 g (4.4 mmol) of BOC-D-4-4*-phenylalanine at 0*^0 was added 25 

mL of cold TFA and the mixture was stirred for 2 h. The mixture was 
concentrated and then heptane was added to the residue and the mixture 
concentrated again and dried under vacuum to give 1.59 g of 67A as a pale 
red solid. 

35 B. fRV3-Biphenyl-4-yl-2-f2-tert-butoxycarbonvlamino-2-methvl- 

prQpionylamino)-propionic acid 

A mixture of 1 .59 g (4.4 mmol) of 67A, 1 .59 g (5.3 mmol) of 33A and 
1 ,82 g (14.1 mmol) of diisopropylethylamine in 50 mL of DMF was stirred at 
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0°C for 6 days. The mixture was diluted with ethyl acetate, washed twice with 

10% HCI and once with water, and twice with brine. The solution was dried 

over MgS04, filtered and concentrated and the product was purified by silica 

gel chromatography using a gradient of 100% ethyl acetate to 10% methanol in 
5 ethyl acetate to give 900 mg of 67B. 

C- fR^( 1 -n -BiDhenyl-4-ylmethyl-2-oxo-2-r4-f2-oxo-2.3-dihydro- 

benzoimidazol-1 -yl)-piperidin-1 -yl]-ethylcarbamoyn-1 -methyl-ethyn-carbamic 

acid tert-butyl ester 

According to General Procedure A, 250 mg (0.59 mmol) of 67B and 
10 127 mg (0.059 mmol) of 4-(2-keto-1-benzimidazolinyl)-piperidine were 

coupled to give 270 mg of 67C as a white solid which was used in the next 

step without further purification. 

D. (R)-2-Amino-N-{1-biphenyl-4-ylmethyl-2-oxo-2-[4-(2-oxO"2.3- 

dihvdro-benzoimidazot-l -ylVpiperidin-1 -vIVethyD-isobutyramide hydrochloride 
15 To 270 mg (0.43 mmol) of 67C in 3 mL of ethanol was added 3 mL of 

concentrated HCI and the mixture was stirred at room temperature for 1 .5 h. 

The mixture was concentrated to dryness and the residue was triturated with 

hexane/ethanol to give 200 mg of the title compound as a white solid. 

1h NMR (CD3OD, 250MH2) (mixture of rotamers) (partial) 5 7.52-7.70 
20 (m, 4H), 7.28-7.51 (m, 6H), 6.91-7.1 1 (m, 3H). 5.25-5.33 (m, 1 H), 4.67-4.80 (m, 

1H), 4.43-4.58 (m, 1H), 4.16-4.27 (m, 1H). 1.53-1.66 (m, 6H). 

MS (CI, NH3) 527 (MH+) 

Example 68 

f R>>2*Amino-N-r2-n H-indQl-3-yn-1 -r7-sulfamoyl-3.4-dihvdro-1 H- 
25 fsoquinoline-2-carbon yl)-ethyn-isobutyramide hydrochloride 

A. (R\-{1 -[2-n H-lndol-3-yn-1-f7-sulfamovt-3.4>dihydro>1 H-isoquinoline- 
2- carbonyl)-ethylcarbamoyl]-1-methyl-ethyl>-carbamic acid tert-butvl ester 

The preparation of 1,2,3,4-tetrahydro-isoquinoline-7-sulfonic acid amide 
is described by Pendleton et aL, J. Pharmacol. Exp. Ther., 208 (1979) p24. 
30 According to General Procedure A, 83 mg (0.39 mmol) of 1 ,2,3,4-Tetrahydro- 
isoquinoline-7-sulfonic acid amide and 150 mg (0.39 mmol) of 40 were 
coupled and the product was purified by silica gel chromatography (19:1 v/v 
chloroformimethanol) to give 206 mg of 68A. 

B. (RV2-Amino-N-f2-n H-indoU3-vl^-1 -r7-sutfamoyl-3.4-dihydro-1 H- 
35 isoquinoline-2-carbonyn-ethvl]-isobutyramide hydrochloride 

To 144 mg (0.25 mmol) of 68 A in 12 mL of ethanol was added 4 mL of 
concentrated HCI and the mixture was stirred at room temperature for 5 h. The 
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reaction mixture was concentrated to give 118 mg of the title compound as a 
white solid- 

1h NMR (CD3OD, 300MH2) (mixture of rotamers) (partial) 5 7.48-7.53 
(m. 2H), 7.21-7.30 (m. 1H), 6.92-7.13 (m. 4H), 5.11-5.25 (m. 1H), 4.41-4.62 (m, 
5 2H). 4.11-4.22 (d, 0.5H), 3.75-3.86 (m. 1H), 3.50-3.63 (m, 1H), 2.53-2.72 (m, 
1H), 2.26-2.42 (m, 0.5H), 2.06-2.19 (m, 0.5H), 1.57 (m. 6H). 
MS (CI, NH3) 519(MH+) 

Example 69 

2-AminQ-N-f1-r6>fluQrQ-1 H-indol-3-vlmethyn-2-oxo-2-r4-/2-oxo-2.3-dihydro- 
10 ben2oimida? Ql-1-vn-DiDeridin-1-vl1-ethvl)- 

isobutyramlde hydrochloride 
A. 2-(2-tert-ButQxvcarbonylamino-2-methvl-propionvlaminoV3- (6-fluoro- 

1 H-indol-3-yn-prQpionic acid 

A mixture of 150 mg (0.50 mmol) of 33A, 100 mg (0.45 mmol) of 6- 
15 fluorotryptophan and 128 mg (1.0 mmol) of diisopropylethylamine was stirred 

overnight at room temperature. The mixture was acidified to pH 1 with IN HCI, 

diluted with water and extracted three times with ethyl acetate. The combined 

organic extracts were washed four times with water, once with brine, dried over 

MgS04 and concentrated to give 154 mg of 69 A. 
20 B. (1 -{1 -(6-FluorQ-1 HHndol-3-ylmethvn-2-QXQ-2-f4-f2-oxo-2.3-dlhvdro- 

benzoimidazol-1 -yh-piperidin-l -yll-ethvlc arbamovll-1 -methvl-ethvO-carbamic 

acid tert-butyl ester 

According to General Procedure A, 79 mg (0.194 mmol) of 69A and 42 

mg (0.194 mmol) of 4-(2-keto-1-benzimidazolinyl)-plperidine were coupled and 
25 the product was purified by silica gel chromatography using a gradient of 1% 

methanol in methylene chloride to 3% methanol in methylene chloride to give 

84 mg of 698 as a white foam. 

C. 2>AminQ-N-(1-m-fluQrQ-1H.indQl-3-vl methvlV2-oxo-2-f4-(2-oxo-2,3- 

dihydro-benzoimidazol-1-vl)-piperidin-1-vn-ethvl )-isobutvramide hydrochloride 
30 According to General Procedure 78 mg (0.1 29 mmol) of 698 was 

deprotected to give 54 mg of the title compound. 
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1h NMR (CD3OD, 30OMH2) (mixture of rotamers) (partial) (1:1 mixture 
of diastereomers) 5 7.56-7.62 (m, 0.5H), 7.46-7.53 (m, 0.5H), 7.01-7.26 (m, 
6H), 6.70-6.88 (m, 1H), 5.17-5.37 (m, 1H). 4.60-4.69 (m, 1H). 4.25-4.41 (m, 1H), 
3.94-4.12 (m. 1H). 3.04-3.24 (m. 2H),. 2.45-2.62 (m, 2H). 1.48-1.65 (m, 6H). 
5 MS(CI, NH3)519(MH+) 

Example 70 

fRV2-Amino-N-f1-f1H-iridol-3-vlmethvn-2-M-indol-1-yl-piperid?n-1-vtV^^ 

ettiyll-isobutyramide hydrochloride 
A. (1-Benzyl-piperidin-4-yn-phenvl-amine 

10 To a mixture of 10.9 g (57.6 mmol) of 1-benzyl-4-piperidone, 100.0 g 

(576 mmol) of sodium sulfate and 175 mL of acetic acid under nitrogen was 
added 7.00 g (74.9 mmol) of aniline by syringe and the mixture was stirred at 
room temperature for 15 min. To the stirring solution was added 61.0 g (288 
mmol) of sodium triacetoxyborohydride and the mixture was stirred overnight 

15 The mixture was concentrated and the residue was poured onto ice and 

neutralized with 2N NaOH to pH 7.5. The mixture was extracted four times with . 
chloroform and the organics washed once with brine. The solution was dried 
over Na2S04 and concentrated. The residue was triturated with ether to give 
4.2 g of 70A as a white solid. 

20 B. 1 -[2-(1 -Ben2yl-piperidin-4-ylamino)-phenyl]-2-chloro-ethanone 

hydrochloride 

To a flame-dried flask containing 2.50 g (9.4 mmol) of 70A, and 40 mL 
of dichloroethane at 0°C was added 1 1 .3 mL (1 1 .3 mmol) of 1M boron 
trichloride in methylene chloride over 5 min., followed by 1.2 mL (18.8 mmol) of 

25 chloroacetonitrile over 3 min. The mixture was warmed to room temperature 
and stirred for 10 min. The mixture was refluxed ovemight and then allowed to 
cool to room temperature. Ice was added to the stirring solution followed by 10 
mL of 10% HCI and the mixture was heated to 100^*0 for 0.5 h. The layers 
were separated and the aqueous phase was extracted with methylene 

30 chloride. The organic portion was dried over MgS04 and concentrated to give 
1.50 g of 708. 

C. 1 -M -Ben2yl-piperidin-4-yn-1 H-indole 

To 1 .50 g (4.0 mmol) of 708 dissolved in 1 1 mL of ethanol at O^^C was 
added 2.0 mL (4.0 mmol) of 2N NaOH and the mixture stirred for 10 min. 
35 Sodium borohydride, 80 mg (2.1 mmol), was added to the stirring solution and 
the mixture was stirred at 0^*0 for 1 h. Ice was added to the solution and the 
mixture was extracted three times with methylene chloride. The combined 
organics were washed with water and dried over MgS04 and the residue 
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dissolved in 1 ,4-dioxane and ref luxed for 2 h. After cooling to room 
temperature, ice and a saturated aqueous sodium carbonate solution was 
added to the reaction mixture and the solution was extracted three times with 
methylene chloride and the combined organics were washed twice with water. 
5 The solution was dried over Na2S04 and concentrated. The product was 
purified by silica gel chromatography (80:20 v/v hexanesrethyl acetate) to give 
350 mg of 70C as a white foam. 

D. 4-lndoM-yl-piperidine-1-carboxylic acid ethyl ester 

To a refluxing solution of 350 mg (1,2 mmol) of 70C in 40 mL of 
10 dichloroethane was added 0.28 mL (3.6 mmol) of ethyl chloroformate and the 
mixture was refluxed for 2.5h. The mixture was concentrated to give 330 mg of 
70D as a yellow solid. 

E. 1-Piperidin-4-yM H-indole 

A mixture of 325 mg (1.2 mmol) of 70D, 440 mg (15.7 mmol) of sodium 
15 hydroxide, 1 mL of water and 2 mL of ethylene glycol was heated at 150°C for 
17 h. After cooling to room temperature, ice and concentrated HCI were added 
to the mixture and the solution was stirred for 30 min. Ice and saturated 
aqueous sodium carbonate solution were added to the mixture until the 
solution was basic. The mixture was extracted twice with ether and the 
20 combined organic extracts were washed twice with water. The solution was 
dried over MgS04 and concentrated to give 150 mg of 70E as a coloriess oil. 

F. f R V{1 -[1 -f 1 H-lndol-3-ylmethylV2*(4-indoM -yl-plperidin-1 -yn-2-oxo- 
ethylcarbamovn-l-methyl-ethvll-carbamic acid tert-butyl ester 

According to General Procedure A, 150 mg (0.75 mmol) of 70E, and 
25 291 mg (0.75 mmol) of 4C were coupled to give 260 mg of 70F as a white 
solid. 

G. m)-2-Amino-N-ri *M HHndol-3-ylmethylV2-f4wndol-1 -vl-Diperidin-1 - 
yl)-2-oxo-ethyl]-isobutyramide hydrochloride 

To 250 mg (0.44 mmol) of 70F in 5 mL of ethanol was added 3 mL of 
30 concentrated HCI and the mixture was stirred at room temperature for 2 h. The 
mixture was concentrated and ethanol and hexane were added to the residue. 
The precipitated off-white solid was filtered and dried to give 10 mg of the title 
compound. 

MS (CI, NH3) 473 (MH+) 
35 Example 71 

. (RV2-Amino-N"f1-MH-indol-3-ylmethyn'2-oxo-2-[4-(2'phenyl-imidazo[4,5- 
b 1pyridin-3'yn-piperidin-1-yll-ethyl)-isobutvramide dihvdrochloride 
A. 2"Phenyl-3-piperidin-4-vl-3H-imidazof4.5'b]pyridine 
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71 A was preoarari 

B /B)/i///.. as Starting 



10 



'teoortft^ to Genera, P™. w ^ ^^^'-^'^saniafflk^ 

45 mg Of 7tB ^ ^""^^^^^ ^ give P n ed by s//;ca g©; 

C. 



1:2:^0-2 



20 



Example 72 

J r ■ . _ 




30 mg^oi!r''°''*'"^'°'^^"^^^' procedure A 10i ^^~-^'--^-^^«=^^-^ 

'""^ was 

o, d,as.ei::r:i e r, 3?, ^^^^^ > (Pa^a,,,,., 

fm. 0.5H), 7 27-7 -iQ / '^•'^l-S.aO (m, 0.5H). 7 65-7 Pa / « 

6.72-6.95 (m. 1H). 5.27-5.35 
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(m. 0.5H). 5.02-5.10 (m 0 5HW co 




L-f4- 



16 



20 



35 



!iDo-w/ Example 74 

lUinQfinp.9./-o,i _ J"^--Ufc£Z::Sy(^ 



According toG^nI^Ii~or~^^'^^^^^^ 
^9 (0.22 mmol) of 1 2 3 4 tirr. ^0-22 mmol) of 26A w 

-Pie. to g,ve 185 ^fot"^^^^^^^^^ XZsZV: 

^^red at room temperature for1.5h. An 
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additional 1 mL of concentrated HCI was added and the reaction mixture was 
stirred for 3 h. The mixture was concentrated and then coevaporated several 
times with ethanol to give 61 mg of the title compound. 

IH NMR (CD3OD. 300MHz) (mixture of rotamers) (partial) 8 7,57-7.80 
5 (m, 2H), 7.43-7.62 (m. 1 .5H). 6.96-7.41 (m, 7.5H), 1 .51-1 .67 (d, 6H). 
MS (CI, NH3) 643 (MH+) 

Example 75 

fR^-Plperidine-4-carboxylic acid II -(1 H-indol-3-vlmethyn-2-oxo-2-[4-(2-oxo- 
2.3*dihydro-benzoimidazof-1 -yl)-piperidin-1 -yn-ethyil-amide hydrochloride 
10 A. f2-f1H-lndol-3-yn-1-f4-f2-oxo-2.3-dihydro-ben2oimida2ol-piperidinQ- 

1-carbonyl]-e1hyl)-carbamic acid tert-butyl ester 

According to General Procedure A, 2,82 g (13.0 mmol) of 4-(2-keto-1- 
benzimidazollnyO-piperidine and 3,95 g (13.0 mmol) of N-t-BOC-D-tryptophan 
were coupled and the product triturated with ether to give 2.5 g of 75A. 
15 B. 1 -(1 -r2-Amino-3-f 1 H-indol-3-yn-propionyl]-plperidin-4-vn-1 .3- 

dihydro-ben20tmidazol-2-one 

According to General Procedure B, 2.50 g (4.97 mmol) of 75A was 
deprotected to give 1.70 g of 758. 

C. f 1 -n H-lndol-3-vlmethyn-2-oxo-2-F4-f2-Qxo-2.3-dihydro- 

20 benzoimidazol-1 -yl)-piperidin-1 ■yl]-ethytcarbamoyl)-piperidine-1 -carboxylic 
acid tert-butyl ester 

To a solution of 150 mg (0.372 mmol) of piperidine-1 ,4-dicarboxylic acid 
mono-tert-butyl ester, 87 mg (0.216 mmol) of 758 and 96 mg (0.744 mmol) of 
diisopropylethylamine in 4 mL of methylene chloride was added 197 mg 

25 (0.446 mmol) of BOP reagent and the mixture was stirred overnight at room 
temperature. The reaction mixture was diluted with 20 mL of ethyl acetate and 
washed twice each with 10% citric acid and saturated aqueous sodium 
bicarbonate and once with brine. The solution was dried over MgS04 and 
concentrated to give a white foam which was purified by silica gel 

30 chromatography using a gradient of 100% methylene chloride followed by 1% 
methanol in methylene chloride to give 52 mg of 75C as a clear oil. 

D. fRVPiperidi ne-4-carboxylic acid (1-nH-indQl-3-ylmethyn-2-oxo-2-f4- 
(2-oxo-2,3-dihydro-benzoimidazol-1-yl)-piperidin-1-vn-ethyl)-amide 
hydrochloride 

35 To 20 mg (0.032 mmol) of 75C in 2 mL of ethanol was added 1 mL of 

concentrated HCI and the mixture was stirred at room temperature for 1 h. The 
solution was concentrated and coevaporated twice from ethanol, once from 
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methylene chloride and twice from ether to give the title compound as a white 
solid. 

1hnmR(CD3OD,300MH2) (mixture of rotamers) (partial) 5 8.19 (d, 
0.5H), 7.63-7.69 (m, 0.5H), 7.55-7,61 (m, 0.5H), 7.30-7.39 (m, 1.5H), 7.00-7.31 
5 (m, 5.5H). 5.26-5.37 (m, 0.5H), 5.01-5.24 (m. 0.5H). 
MS (CI, NH3) 516 (MH+) 

Example 76 

fRV2-Amino-N-f1-f2-methyM H-indQl-3-ylmethyn-2-oxo-2-[4-(2-oxo-2.3- 
dihydro-ben2oimidazol-1-yl)-piperidin-1-ylVethyl)-isobutyramide 
10 trifluoroacetate 

A. (R)-2-(2-Amino-2-methyl-propionylamino)-3-(2-methyi-1H-indol-3-yl)- 
propionic acid 

To 1 .00 g (4.58 mmol) of 2-D-methyltryptophan in 37 mL of dioxane and 
9.2 mL of water was added 1 .4 mL (1 0.0 mmol) of triethylamine and 1 .51 g 

15 (5.08 mmol) of 33A and the mixture was stirred overnight at room temperature. 
The mixture was concentrated to remove excess dioxane and acidified to pH 5 
with acetic add. The aqueous phase was extracted three times with methylene 
chloride and the combined organics were washed twice with water and once 
with brine. The organic phase was dried over MgS04 and concentrated and 

20 the product was purified by silica gel chromatography (98:2:0.1 v/v/v 
CH2Cl2:MeOH:acetic acid) to give 1 .98 g of 76A. 

B. f R^-(1 -Methyl-1 -{1 -f2-methyl-1 H-}ndol-3-ylmethyl)-2-oxo-2-f4-(2-oxo- 
2,3-dihvdro-benzoimidazol-1-yl)-piperidin-1-yl]-ethylcarbamoyl>-ethyn- 
carbamic acid tert-butyl ester 

25 According to General Procedure A. 107 mg (0.49 mmol) of 4-{2-keto-1- 

benzimidazolinyl)-piperidine and 200 mg (0.49 mmol) of 76A were coupled 
and the product was purified by silica gel chromatography (94:6 v/v 
CH2Cl2:MeOH) to give 1.87 g of 76B. 

C. (R^2-Amino-N-{1-/2-methyl-1H-indQl-3-ylmetiiyn-2-Qxo-2-[4-(2-Qxo- 
30 2.3-dihydro-benzoimidazol-1-yl)-piperidin-1-yl]-ethyn-isobutyramide 

trifluoroacetate 

To 187 mg (0.31 mmol) of 768 at 0*^0 was added 2 mL of cold TFA and 
the mixture was stirred for 1 h at O^C. The mixture was concentrated and 
coevaporated once from methylene chloride and twice from toluene to give 1 80 
35 mg of the title compound as a solid. 

1hNMR(CD30D, 250MHz) (mixture of rotamers) (partial) 5 8.32 (d. 
0.5H), 7.50-7.57 (m, 0.5H), 7.44 (d, 0.5H), 5.23-5.35 (m. 0.5H). 5.18-5.20 (m. 
0.5H). 2.42 (s. 1.5H), 2.32 (s, 1.5H), 1.58-1.66 (m, 6H). 
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MS (CI, NH3) 503 (MH+) 

Example 77 

rm-Piperidine-4-carboxvlic add f1-(1H-indot-3-vlmethvn-2-oxo-2-r4>f2-Dhenvl' 
benzoimida2ol-1-yn-piperidin-1-yn-ethyl)-amide hydrochloride 
5 A. Piperidine-1.4-dicarboxylic acfd tert-butyl ester 2.5-dioxo-pyfTolidin- 

To 15.0 g (65.4 mmol) of piperidine-1,4-dicarboxylic acid mono-tert-butyl 
ester was added 150 mL of methylene chloride and 20 mL of DMF. To the 
stirring solution was added 9.30 g (78.5 mmol) of N-hydroxysuccinimide 

10 followed by 15.0 g (78.5 mmol) of DEC, and the mbcture was stirred overnight at 
room temperature. The reaction mixture was diluted with ethyl acetate and 
washed twice with 10% citric acid, four times with a saturated aqueous sodium 
bicarbonate and once each with water and brine. The solution was dried over 
MgS04 and concentrated to give 20.4 g of 77A as a white solid. 

15 B- (R)-4-f 1 -Carboxy-2-(1 H-indol-3-yl Vethylcarbamovn-piperidine-l * 

carboxylic acid tert-butvl ester 

A mixture of 2.04 g (6.28 mmol) of 77A, 2.00 g (6.28 mmol) of D- 
tryptophan trifluoroacetate and 1.16 g (1 1.5 mmol) of triethylamine in 120 mL of 
dioxane and 30 mL of water was stirred at room temperature for 17 h. The 

20 reaction mixture was concentrated to remove excess dioxane and then was 
diluted with water. The aqueous portion was extracted four times with 
chloroform and concentrated. The crude product was purified by silica gel 
chromatography (9:1 v/v CHCl3:MeOH) followed by (36:4:1 v/v/v 
CHCl3:MeOH:acetic acid) to give 0.87 g of 77B. 

25 C. (RV4-(1-nH-lndol-3-vlmethv!V2-oxo-2-[4-f2-ph enyi-benzoimida20l- 

1-yl)-piperidin-1-yi1-ethylcarbamoyll-piper!dine'1-carboxvlic acid 

According to Generad Procedure A, 100 mg (0.36 mmol) of SOD and 
150 mg (0.36 mmol) of 778 were coupled and the product was purified by 
silica gel chromatography using a gradient elution of 75% ethyl acetate in 

30 hexane to 100% ethyl acetate and 144 mg of 770 was isolated as a white 
solid. 

D. rR^-Piperidine-4-carboxvlic acid (1 -M H-indol-3-vlmethvn-2-oxo-2-r4- 
f2-phenvl-benzoimida2ol-1-vn-piperidin-1-yn-ethyn-amide hydrochloride 

To 144 mg (0.21 mmol) of 77C in 2 mL of ethanol was added 4 mL of 
35 concentrated HCI and the mixture was stirred at room temperature for 30 min. 
The solution was concentrated and then coevaporated several times from 
ethanol. The residue was crystallized from methanol/ethyl acetate and the 
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precipitated product was collected by filtration to give 140 mg of the title 
compound as a white solid. 

MS (CI, NH3) 576 (MH+) 

Example 78 

5 (R)-Piperidine-4-carboxvlic acid (1-naphthalen-1 ■ylmethyl-2-oxQ-2-f4-(2-oxo- 
2;3-dihydro-benzoimidazol-1 -yn-piperidin-l -yH- 
ethyl)-amide hydrochloride 
A. 4'(1-Carboxy-2-naphthalen"1-yl-ethylamino)-piperidine-1-carboxylic 
acid tert-butyl ester 

10 To 200 mg (0.607 mmol) of piperidine-1,4-dicarboxylic acid mono-tert- 

butyl ester In 5 mL of dioxane and 1 .2 mL of water was added 0.1 86 mL (1 .33 
mmol) of triethylamine and 198 mg (0.607 mmol) of D-3-(1 -Napthyl)alanine 
and the mixture was stirred overnight at room temperature. Excess solvent was 
removed by concentration and the residue was diluted with water and acidified 

15 to pH 5 with acetic acid. The solution was extracted three times with methylene 
chloride, and the combined organics were washed twice with water and once 
with brine. The organic portion was dried over MgS04 and the product was 
purified by silica gel chromatography (96:4:0.1 v/v/v methylene 
chloride:methanol:acetic acid) to give 132 mg of 78 A, 

20 B- m V4-{1 -Naphthalen-1 -ylmethvl-2-oxo-2-[4-(2-oxo-2.3-dihydro* 

benzoimidazol-1 -yl)-piperidin-1 -yn-ethylcarbamoyiypiperidine-l -carboxylic 
acid tert-butyl ester 

According to General Procedure A, 132 mg (0.32 mmol) of 78A and 70 
mg (0.32 mmol) of 4-(2-keto-1-benzimidazoIinyl)-piperidine were coupled and 

25 the product was purified by silica gel chromatography (96:4 v/v methylene 
chloride:methanol) to give 132 mg of 78B. 

C. (RVPiperidine-4-carboxylic acid (1 -naphthalen-1 -ylmethyl-2-oxo-2- 
[4-(2-oxo-2.3-dihydro-benzoim idazQl-1-vn-DiDeridin-1-vn-ethvlt-amide 
hydrochloride 

30 To 132 mg (0.21 mmol) of 78B dissolved in 2.5 mL of ethanol was 

added 0.25 mL of concentrated HCI at 0*'C. The ice bath was removed and the 
solution stirred for 1 h. The mixture was coevaporated from methanol and then 
methylene chloride to give 102 mg of the title compound. 

■'HNMR(CD30D, 250MHz) (mixture of rotamers) (partial) 5 8.23 (d, 

35 0.5H). 8.18 (d. 0.5H). 7.79-7.92 (m, 2H). 7.46-7.68 (m, 3H). 7.37-7.44 (m. 1H), 
7,14-7.27 (m, 1H), 7.02-7.13 (m, 2.5H), 6.73 (d. 0.5H). 5.38-5.48 (m, 0.5H). 
5.26-5.36 (m, 0.5H). 
MS (CI. NH3) 527 (MH+) 
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Exampl 79 

(R)-2-Am}no-N-(1-(1H-indoU3-ylmethvl)-2-f7-rmoiphQline-4-sulfo^ 
dihydro-1H-isoquinolin-2-yl]-2'Oxo-ethyl)-isobutyramide hydrochloride 
A. 2-2.2-Trifluoro-1 -f7-(morpholine-4-sulfonyl)-3>4-dihydro-1 H- 
5 isoqumolin-2-yl]-ethanone 

2-Trifluoroacetyl-1 ,2,3,4-tetrahydroisoquinoline-7-sulfonyl chloride can 
be prepared according to the method outlined by Pendleton et al., J. 
PhanmacoL Exp. Then, 208 (1979) p24. A mixture of 250 mg (0.76 mmol) of 2- 
Trifluoroacetyl-1,2,3,4-letrahydro-isoquinoline-7-sulfonyl chloride. 86 mg (0.99 
10 mmol) of morpholine and 0.3 mL of anhydrous pyridine in 10 mL of acetone 
was refluxed for 1 h. The mixture was concentrated and the residue dissolved 
in chloroform and washed once with water. The organic portion was dried over 
MgS04 and concentrated. The residue was purified by silica gel 
chromatography (6:4 v/v hexanerethyl acetate) to give 289 mg of 79A. 
15 B. 7-(Morpholine-4-sulfonyl)-1.2.3.4-tetrahydro-isoquinoline 

A mixture of 218 mg (0.58 mmol) of 79 A and 90 mg (0.65 mmol) of 
potassium carbonate in 10 mL of methanol was stirred at room temperature for 
3 h- The mixture was concentrated and the residue was purified by silica gel 
chromatography (18:2:1 v/v/v ethyl acetate:methanol:triethylamine) to give 163 
20 mg of 79B. 

C. mvri -d -M H-lndQl-3-vlmethyn-2-r7-(morpholine-4-sutfonvn-3.4- 
dihydro-1H-isoquinolln-2-yl]-2-oxo-ethylcarbamoyl)- 1-methyl-ethvh-carbamic 
acid tert-butvl ester 

According to General Procedure A, 136 mg (0.35 mmol) of 4C and 100 
25 mg (0.35 mmol) of 79B were coupled and the product was purified by silica gel 
chromatography (39:1 v/v chloroform:methanol) to give 194 mg of 79C. 

D. (R)-2-Amino-N-(1-MH-indol-3-ylmethyh-2-[7-(morpholine-4-sulfonylV 
3.4-dihydro-1H-isoquinolin-2-yn-2-oxo-ethyl]-isobutyramide hydrochloride 

To 141 mg (0.22 mmol) of 79C in 12 mL of ethane! was added 5 mL of 
30 concentrated HCI and the mixture was stirred at room temperature for 3 h. The 
reaction mixture was concentrated to give 123 mg of the title compound as an 
off-white solid. 

1h NMR (CD3OD, 3OOMH2) (mixture of rotamers) (partial) 5 7.98-8.07 
(bs, 1H). 7.43-7.61 (m, 2.5H), 6.91-7.37 (m, 5H). 5.14-5.29 (m, 1H). 4.48-4.70 
35 (m, 1 H). 3.66-3.78 (m, 4H), 3.29-3.46 (m, 4H), 2.84-3.07 (m, 7H), 1 .56-1 .67 (m, 
6H). 

MS (CI, NH3) 554 (MH+) 
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Example 80 

(R)-Piperidine-4-carboxylir acid r2-(3.4-dihvdro-1 H-isoqum Qlin-2-vlV1 - 
naphthalen-2-ylmethyl-2-oxQ-ethvn -amide hydrochloride 

A, (RV4-n-Carboxy-2-naphthalen-2-vl-ethvlcarbamovn-piperidine-1- 
5 carboxytic acid tert-butyl ester 

A mixture of 3.08 g (9.4 mmol) of 77A, 2.03 g (9.4 mmol) of D-3-{2- 
Naphthyl)-alanine and 2.9 g (28.7 mmol) of triethylamine in 40 mL of dioxane 
and to mL of water was stirred for 72 h at room temperature. Excess dioxane 
was removed by concentration and the remaining aqueous solution was 

10 diluted with 200 mL of water and acidified to pH 5 with 10% citric acid. The 
aqueous portion was extracted twice with ethyl acetate. The combined 
organics were washed twice with saturated aqueous sodium bicarbonate. The 
orange oil was separated from the aqueous extracts and acidified with 1 0% 
acetic acid. The aqueous portion was extracted three times with ethyl acetate 

15 and the combined organics were washed three times with water^ once with 
brine, dried over MgS04 and concentrated to give 3.7 g of a yellow oil which 
was taken up in 200 mL of ether. A white crystalline solid precipitated from 
solution and was collected by filtration to give 3,31 g of 80A. 

B. fRV4-r2-f3.4-DihvdrQ-1H-isoQuinotin-2-vn-1-na phthal6n-2-vtmethvl- 
20 2-oxo-ethylcarbamoyll-piperidine-1"Carboxylic acirf tert-butyl ester 

According to General Procedure A. 95 mg (0.22 mmol) of BOA and 29.6 
mg (0.22 mmol) of 1 ,2.3.4,-tetrahydroisoquinoline were coupled and the 
resulting oil triturated with ethyl acetate/hexane to give 70 mg of SOB as a 
white solid. 

25 C. f R^-Piperidine-4-cari30xytic acid f2-f3.4-dihv dro-1 H-isoQuinolin-2-vlV 

1 -naphthalen-2-ylmethvl-2-oxo-Qthyl]-amide hydrochloride 

To 70 mg (0.13 mmol) of BOB in 6 mL of ethanol was added 2 mL of 

concentrated HCI at room temperature and the mixture was stirred for 1.5 h. 

The mixture was concentrated and coevaporated twice from methylene 
30 chloride to give 50 mg of the titie compound as a white foam. 

"•h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 7.62-7.80 

(m, 4H). 7,34-7.48 (m. 3H). 7.05-7.19 (m. 1.5H). 6.82-7.00 (m, 2.5H). 5.18-5.21 

(m. 1 H), 4.51-4.73 (m. 1 .5H), 4.29-4.39 (m, 1 H). 

MS (CI. NH3) 442 (MH+) 
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Example 81 

f RVPiperidine-4-carboxylic acid (2-f4-f2-cvclopropyl-benzoimicla20l'1 -vh- 
piperidin-1-vlV1-naphthalen-2-vlmethvl -2-oxQ-ethvn-amide hydrochloride 
A. 1 -(1 -Benzyl-piperidin-4-yt)-2-cyclopropyl-1 H-benzoimidazole 
5 A mixture of 530 mg (1 .90 mmol) of 50B and 651 mg (7.56 mmol) of 

cyclop ropanecarboxylic acid were heated at IGO^'C for 16h. After cooling to 
room temperature, 10 mL of ethanol was added to the reaction mixture, 
followed by the slow addition of 20 mL of 2N NaOH in 90 mL of ethanol. The 
mixture was stirred for 30 min at room temperature and then concentrated. The 
10 residue was dissolved in ethyl acetate and washed once each with saturated 
aqueous sodium bicarbonate and brine. The solution was dried over MgS04 
and concentrated, and the product was purified by silica gel chromatography 
using an elution gradient of 75% ethyl acetate in hexane to 100% ethyl acetate 
to give 340 mgofSIA. 
15 B. 2-Cyclopropyl-1 -DiDeridin-A-yl-l H-benzoimidazole hydrochloride 

To 340 mg (1.03 mmol) of 81 A in 3 mL of methylene chloride at -10°C 
was added 220 mg (1.54 mmol) of a-chloroethylchloroformate and the mixture 
was stirred at -10**C for 50 min. The mixture was concentrated and the residue 
dissolved in methanol and heated at 70°C for 1 h. The mixture was 
20 concentrated and dried in vacuo to give 230 mg of 818 as a light purple solid. 
C- fR>-4-f2-r4-f2-CvclODropyl-benzoimidazol-1-vn-DiDeridin-1-vn-1- 
naphthalen^2-vlmethyU2-oxo-ethvlcarbamovn>Diperidine-1 - carboxylic acid tert- 
butyl ester 

According to General Procedure A, 80 mg ( 0.29 mmol) of 81 B and 123 
25 mg (0.29 mmol) of 80A were coupled and the product was purified by silica gel 
chromatography (75:25 v/v ethyl acetate:hexane) to give 50 mg of 81 C as a 
red solid. 
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D. (RVPip ridine-4-carboyylic acid f2-(4-(2-cydop ro pyl-ben2oimidazol- 
1>yh-piDeridin-1-yl]-1-naphthalen-2-ylmethvl-2-oxo-Qm^^ hydrochloride 

To 42 mg (0.065 mmol) of 81 C in 2 mL of ethanol was added 2 mL of 
concentrated HCI at room temperature and the mixture was stirred for 30 min. 
5 The mixture was concentrated to give 40 mg of the title compound as a white 
solid. 

MS (CI, NH3) 550 (MH+) 

Example 82 

(R)-Pipertdine-4-carbGxylic acid {1 -naphthalen-2-ylmethyt-2-oxo-2-f4-(2- 
10 phenyl-benzoimidazol-1 -ylVpioeridi n-l -vil-ethyn-amide hydrochloride 
A, (R^-4-(1-Naphthalen-2-ylmethyi-2-Qxo-2-f4-f2-phenyl-benzolmidazol-1-ylV 
piperidin-1 *vn-ethytcarbamQyl)-piperidine- 1 -carboxylic acid 

According to General Procedure A, 95 mg (0.34 mmol) of SOD and 100 
mg (0.23 mmol) of 80A were coupled and the product was purified by silica gel 
15 chromatography using a gradient elution of 55% ethyl acetate in hexane to 
1 00% ethyl acetate to give 97 mg of 82A as a white solid. 

B. (RVPiperidin6-4-carbQxylic acid f 1 -naphthalen-2-ytmethvl>2-oxo-2- 
[4-f2-phenvl-benzoimida2ol-1 -vn-Diperidin-l -viyethyP-amide hydrochloride 
20 To 97 mg (0.14 mmol) of 82A in 4 mL of ethanol was added 2 mL of 

concentrated HCI and the mixture was stirred at room temperature for 2 h. The 
mixture was concentrated to give 70 mg of the title compound. 

1H NMR (CD3OD, 250MH2) (mixture of rotamers) (partial) 5 7.77-8,00 
(m. 12H), 7.32-7.77 (m. 4H), 5.18-5.38 (m, 1H), 4.68-4.89 (m, 2H), 4.10-4.36 (m. 
25 1H). 

MS (CI. NH3) 587 (MH+) 

Example 83 

f R)-Piperidine-4-carfaoxylic acid ( 1 -naphthalen-2-ylmethyl-2-oxQ-2-[5-(toluene- 
4-sulfonylaminoV1.3-dihydro-isoindol-2-vl1-ethy!Vamide hydrochloride 
30 A. f RV4-[2-(5-Amino-1 .3-dlhydro-isoindQl-2-yn-1 -naphthalen-2- 

ylmethyl-2-oxo-ethvlcarbamovn-piDeridine-1 -carboxylic add tert-butyl ester 

According to General Procedure A, 47 mg (0.35 mmol) of 430 and 150 
mg (0.35 mmol) of 80A were coupled to give 150 mg of 83A. 

B. fRV4-(1-Naphthalen-2-vlmethvl-2-o xo-2-f5-ftQluene-4- 
35 sulfonylamino)-1.3-dihydro-isoindol-2-vn-ethvlcarbamoyl}-piperidine-1- 
carboxylic acid tert-butvl ester 

A mixture of 150 mg (0.28 mmol) of 83A, 61 mg (0.32 mmol) of p- 
toluenesulfonyl chloride and 39 mg (0.32 mmol) of 4-dimethylaminopyridine 
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was stirred at room temperature overnight. The mixture was diluted with 
methylen chloride and washed twice each with 1 0% HCI, saturated aqueous 
sodium bicarbonate, and brine, dried over MgS04 and concentrated. The 
product was purified by silica gel chromatography using a gradient elutlon of 
5 75% ethyl acetate in hexane to 2% methanol in ethyl acetate to give 50 mg of 
83B. 

C. (R>-Piperi dine-4-carfaoxylic acid {1-naphthalen-2-ylmethyl-2-QXQ-2* 
r5-ftoluene-4-sulfonvlamino)-1.3-dihvdro-isoindol-2-yn-ethvl>-amide 
hydrochloride 

10 To 50 mg (0.07 mmol) of 83B in 4 mL of ethanol was added 2 mL of 

concentrated HCI and the mixture was stin-ed at room temperature for 3 h. The 
mixture was concentrated and the residue was crystallized from 
ethanol/hexane to give 25 mg of the title compound. 

"•h NMR (CD3OD, 250MHz) (mixture of rotamers) (partial) 8 8.56 (d, 

15 1H). 7.72-7.89 (m, 5H), 7.57-7.68 (m. 2H), 7.39-7.52 (m. 5H), 7.24-7.31 (m, 2H), 
6.91-7.16 (m, 3H), 4,49-4.73 (m, 2H), 4.36-4.47 (m, 1H), 2.47-2.68 (m, 2H), 2.39 
(s, 3H). 

MS (CI. NH3) 598 (MH+) 

Example 84 

20 <R)-Piperidine-4-carboxylic acid ri-(5-ben2oylamino-1 ,3-dihydro-isoindole-2- 
carbonvn-2-f 1 H-indol-3>yn-ethyl]-amide hydrochloride 

A. mV4-ri -rS-Amino-l .3-dihvdro-is oindole-2>carbonylV2-f 1 H-indol-3- 
vn-ethvicarbamo vn-Diperidine-l-carboxvlic acid tert-butyl ester 

According to General Procedure A, 40 mg (0.30 mmol) of 43C and 1 25 
25 mg (0.30 mmol) of 77B were coupled to give 170 mg of 84A. 

B. (R)-4-[1 -(5-Benzoylamlno-1 .3-dlhydro-isoindole-2-carbonyn-2-(1 H- 
indol-3-vn-ethylc arbamoylVpiperidine-1-carboxylic acid tert-butyl ester 

A mixture of 170 mg (0.32 mmol) of 84A, 52 mg (0.37 mmol) of benzoyl 
chloride and 45 mg (0.37 mmol) of 4-dimethylaminopyridine in 15 mL of 

30 methylene chloride was stirred overnight at room temperature. The reaction 
mixture was diluted with methylene chloride and washed twice each with 10% 
HCI, saturated aqueous sodium bicarbonate and brine. The organic portion 
was dried over MgS04 and concentrated. The product was purified by silica 
gel chromatography using an elution gradient of 90% ethyl acetate in hexane 

35 to 2% methanol in ethyl acetate to give 100 mg of 84B. 

C. (R)*Piperidine-4-carboxylic acid [1-(5-ben2oylamino-1 .3-dihydro- 
isoindole-2-carbonytV2-f 1 H-indol-3-ylVethyl]-amide hvdrochloride 
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To 100 mg (0.16 mmol) of 84B in 4 mL of ethanol was added 2 mL of 
concentrated HCI and the mixture was stirred at room temperature for 1 h. The 
mixture was diluted with ethanol and concentrated. The residue was 
crystallized from ethanol/hexane to give 50 mg of the title compound. 
5 1h NMR (CD3OD, 250MHz) (mixture of rotamers) (partial) 5 7.91-7.99 

(m, 2H). 7.48-7.70 (m, 6H), 7.03-7.38 (m, 5H).4.68-4,80 (m. 1H), 4.45-4.59 (m, 
1H). 4.03-4.16 (dd. 1H), 2.98-3.13 (m, 2H). 2.59-2.76 (m. 1 H), 1.76-2.10 (m, 
4H). 

MS (CI. NH3) 537 (MH+) 
10 Example 85 

(RVPiperidine-4-carboxyllc acid (1-naphthalen-2-ylmethyl-2-QXQ-2-f4-<2-oxo- 
2.3-dihydro-benzQimida2ol-1 -yl)-piper!din-1 -yl]- 
ethyl}-amide hydrochloride 

A. (R) -4-(1-Naphthalen-2-ylmethvl-2-ox o-2-[4-f2-oxo-2.3-dihvdro- 
15 benzoimida20l-1-yl)-piperidin-1-yl]-ethylcarbamoyl}-piperidine-1-carboxylic 

acid tert-butyl ester 

According to General Procedure A, 225 mg (0.53 mmol) of 80A and 
117 mg (0.54 mmol) of 4-(2-keto-1-benzimida2olinyl)piperidine were coupled 
and the product was purified by silica gel chromatography using an elution 
20 gradient of 1% to 3% methanol in methylene chloride to give 178 mg of 85 A. 

B. (RVPtperidine-4'Carboxylic acid (1-naphthalen-2-ylmethyl-2-oxo-2- 
[4-(2-oxo-2-3-d}hydro-benzoimida2ol-1-vn-plperidin-1-yll-ethyl}-amide 
hydrochloride 

To 1 65 mg (0.26 mmol) of 85A in 3 mL of ethanol was added 1 .5 mL of 
25 concentrated HCI and the mixture was stirred at room temperature for 3 h. The 
mixture was concentrated to give 117 mg of the title compound as a soTid. 

1h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 7.70-7.89 
(m. 4H), 7.37-7.50 (m. 3H). 7.22-7.29 (m. 0.5H0; 6.90-7.04 (m, 3H), 6.68 (d. 
0.5H), 5.25-5.36 (m, 1H), 4.67-4.74 (m. 1H). 4.38-4.50 (m. 1H), 4.11-4.32 (m. 
30 1H). 

MS (CI. NH3) 527 (MH+) 

Example 86 

f R^-PiDeridine-4-carboxylic acid fl -f 7-ethvlsulfamovl-3.4-dihvdro-1 H- 
isoquinoline-2-carbonyn>2-nH-indol-3-vh-ethyn-amide hydrochloride 
35 A. 2-Trifluoroacetvl-1.2.3.4-tetrahydro-isoquinQline-7-sulfonic acid 

2-Trifluoroacetyl-1 ,2,3,4-tetrahydro-isoquinoIine-7-sulfonyl chloride can 
be prepared according to the method outlined by Pendleton at al,. J. ' 
Pharmacol- Exp. Ther., 208 (1979) p24. A mixture of 295 mg (0.90 mmol) of 2- 
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Trifluoroacetyl-1,2,3,4-tetrahydro-isoquinoline-7-sulfonyl chloride, 95 mg (1.17 
mmol) of ethylamine hydrochloride and 0.3 mL (2.15 mmol) of triethylamine in 
10 mL of acetone was refluxed for 1.5 h. The reaction mixture was filtered and 
concentrated and the product was purified by silica gel chromatography (6:4 

5 v/v hexanerethyl acetate) to give 283 mg of 86A. 

B. 1.2.3.4-Tetrahydro-{soquinoline-7-sulfonic acid ethylamide 
To 225 mg (0.67 mmol) of 86A and 104 mg (0.75 mmol) of potassium 
carbonate in 10 mL of methanol and 0,5 mL of water was stirred at room 
temperature for 3 h. The mixture was concentrated to give 335 mg of 86B. 

10 C. (R)4-f 1 -f7*Ethylsulfamoyl-3.4-dihydro-1 H-isoquino!ine-2-carbonyl)-2* 

MH-lndol-3-yn-ethvlcarbamoyll-piperidine-1-carbQyyl ic acid tert-butyl ester 

According to General Procedure A, 145 mg (0.35 mmol) of 86B and 85 
mg (0.35 mmol) of 77B were coupled and the product was purified by silica gel 
chromatography (39:1 v/v chloroform:methanol) to give 68 mg of 86C. 

15 D. (R)-Piperidine-4'Carboxylic acid [1 -(7-ethvlsulfamovl-3.4-dihvdro-1 H- 

isoquinoline>2-carbQ nyl)-2-nHHndol-3-yn-ethvn-amide hydrochloride 

To 68 mg (0.1 1 mmol) of 86C in 6 mL of ethanol was added 2.5 mL of 
concentrated HCI and the mixture was stirred at room temperature for 5 h. The 
reaction mixture was concentrated to give 62 mg of the title compounds as a 

20 tan solid. 

1h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 6 7.96-8.02 
(bs, 0.5H), 7.62-7.53 (m, 0.5H), 7.52-7.61 (m, 2H), 6.91-7.37 (m, 5H), 5.09-5.20 
(m, 1H), 4.42-4.70 (m, 1H). 1.00-1.11 (m. 3H). 
MS (CI, NH3) 538 (MH+) 
25 Example 87 

fR)-2-AminQ-N-f1-(7-ethylsulfamoyl-3.4-dihydrO'1H-isoqulnotine-2-carbonyl)-2- 
(1 H-indol-3-yn-ethyn-isobutyramide hydrochloride 

A. (R)-(1-[1-(7-Ethylsulfamoyl-3.4-dihydro-1H-lsoquinoline-2-carbonyl)- 
2-nH-}ndol-3-yn-ethvlcarbamoyn-1-methyl-ethyl}-carbamic acid tert-butvl ester 

30 According to General Procedure A, 136 mg (0.35 mmol) of 4C and 85 mg 
(0.35 mmol) of 868 were coupled and the product was purified by silica gel 
chromatography (39:1 v/v chloroformimethanol) followed by (9:1 v/v 
chloroformimethanol) to give 73 mg of 87 A. 

B, (R)-2-Amino-N-[1-(7-ethylsulfamoyl-3.4-dihydro-1 H-isoquinoline'2- 
35 carbonyn-2-(1 H-indol-3-yl)-ethyl]-isobutyramide hydrochloride 

To 62 mg (0.10 mmol) of 87A in 6 mL of ethanol was added 2.5 mL of 
concentrated HCI and the mixture was stirred at room temperature for 5 h and 
then concentrated to give 55 mg of the title compound as an off-white solid. 
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1H NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 8.28-8.41 
(bs, 0.5H), 7.42-7.59 (m. 2H), 6.85-7,07 (m, 5H), 5.19-5.25 (m. 1H), 4.39-4.68 
(m, 2H), 2.71 -2.87 (m, 2H). 1 .40-1 .63 (m, 6H). 0.92-1 .06 (m, 3H). 
MS(CI, NH3) 513 (MH+) 
5 Example 88 

(R^-2-(3-nH-lndol-3-vlV2-ffpiperidinQ-4-caii)onvlVa mino1-Dropionvl)-1.2.3,^^ 
tetrahydro-if;oquinQline-6-carboxyiic acid e thvlamide hydrochloride 

A. 3.4-Dlhydro-1H-isoQuinoline-2.6-dicarboxylic acid 2 -tert-butvl ester 
To 1 .20 g (4.1 mmol) of 5C in 36 mL of methanol was added 0.62 g (4.5 

10 mmol) of potassium carbonate and the mixture was heated at reflux for 7 h. 
The product was purified by silica gel chromatography (9:1 v/v 
chloroformrmethanol) to give 1 .49 g of 88A. 

B. 6-EthvlcarbamQyl-3.4-dihvdro-1 H-isoauinoline-2-carbQ xylic acid tert- 

butyl ester 

15 AcconJing to General Procedure A, 650 mg (2.34 mmol) of 88A and 

191 mg (2.34 mmol) of ethylamine hydrochloride were coupled and the 
product was purified by silica gel chromatography (39:1 v/v 
chiorofomirmethanol) followed by (1:1 v/v ethyl acetate:methanol) to give 566 
mg of 88B. 

20 C. 1.2.3.4-Tetrahvdro-isoQUinoline-6-cari30xvlic acid ethvlamide 

hydrochloride 

To 493 mg (1 .62 mmol) of 88B in 30 mL of ethanol was added 12.5 mL 
of concentrated HCI and the mixture was stirred at room temperature for 5 h. 
The mixture was concentrated to give 384 mg of 88C as a white solid. 
25 D. (RV4-ri -f 6-Ethvlcarbamovl-3.4-dihydro-1 H- isQquinoline-2- 

carbQnyn-2-n H-indo!-3-vn-ethvlcarbamQvn-DiDeridine-1 -carboxvlic acid tert- 
butyl ester 

According to General Procedure A, 99 mg (0.41 mmol) of 88C and 170 
mg (0.41 mmol) of 77B were coupled and the product was purified by silica gel 
30 chromatography (39:1 v/v chlorofomi:methanoI) followed by (9:1 v/v 
chlorofomi:methanol) to give 107 mg of 88D. 



wo 96/35713 



PCT/IB95/00333 



-137- 

E. (R)-2-(3"(1H-lndol-3-yn-2-[/piperidine-4-carbonyl)-amino]-propionyl}- 
1,2.3.4-tetrahvdroHSoquinonne-6-carboxvlic acid ethylamide hydrochloride 

To 66 mg (0.1 1 mmol) of 88D in 6 mL of ethanot was added 2.5 mL of 
concentrated HCI and the mixture was stirred at room temperature for 5 h. The 
5 mixture was concentrated to give 56 mg of the title compound as an off-white 
solid. 

1hnmR(CD30D, 300MHz) (mixture of rotamers) (partial) 5 7.52-7.60 
(m, 1.5H). 7.38-7.45 (m, 1H), 7.24 (d, 0.5H), 5.11-5.24 (m. 1H), 4.40-4.69 (m, 
1.5H), 4.04-4.13 (m, 0.5H), 1.13-1.24 (m, 3H). 
10 MS (CI, NH3) 502 (MH+) 

Example 89 

(R)-2-(3-Naphthalen-2-yl-2-[(piperidtne-4-carbonyl)-amino]-propionyl}-1 .2.3.4- 
tetrahydro-isoquinQline-6'Carboxylic acid ethylamide hydrochloride 
A. 4-f2-(6-Ethylcarbamoyl-3.4-dihydro-1 H-isoquinolin-2-yl)-1 - 
15 naphthalen-2-ylmethyl-2-oxo-6thylcarbamoyn-piperidine-1-carboxylic acid 

According to General Procedure A, 96 mg (0.40 mmol) of 88C and 170 
mg (0.40 mmol) of 80A were coupled and the product was purified by silica gel 
chromatography (39:1 v/v chloroform:methanol) to give 88 mg of 89A. 
B. (R)-2-{3-Naphthalen-2-yl-2-f(piperidine-4-carbonyl)-amino]-propionyl)- 
20 1.2.3.4-tetrahydro-isQquinoline-6-carboxylic acid ethyla mide hydrochloride 
To 61 mg (0.10 mmol) of 89B in 6 mL of ethanol was added 2.5 mL of 
concentrated HCI and the mixture was stirred at room temperature for 5 h. The 
reaction mixture was concentrated to give 58 mg of the title compound as an 
off-white solid. 

25 NMR (CD3OD. 300MHz) (mixture of rotamers) (partial) 5 7.46-7.76 

(m, 4.5H), 7.09-7.43 (m, 5.5H), 5.08-5.32 (m. 1H). 1.09-1.24 (m, 3H). 
MS (CI, NH3) 513 (MH+) 

Example 90 

(RV2-Dimethylamino-N-f1-naphthalen-2-ylmethyl-2-oxo-2-[4-f2-oxo-2.3- 
30 dihydro-benzoimidazol-l -yn-piperidin-1 -yl]-et hyl}-isobutvramide hydrochloride 
A. (RV2-Dimethylamino-N-(1-naphthalen-2-ylmethyt-2-oxo-2-[4-^2-oxo- 
2.3-dihydro-benzoimidazol-1-yl)-piperidin-1-yt]-ethyl>-isobutyramide 
hydrochloride 

To a solution of 92 mg (0.17 mmol) of 35D in 2 mL of methanol was 
35 added 127 mg of powdered 3A sieves, 12 mg (0.40 mmol) of 37% w/w 

formaldehyde, 27 mg (0.43 mmol) of sodium cyanoborohydride and 103 mg 
(1 .72 mmol) of acetic acid. The mixture was stirred for 60 h at room 
temperature and then filtered through celite and concentrated. The residue 
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was dissolved in ethyl acetate and washed three times with 1N NaOH, once 
with water and once with brine, dried over MgS04 and concentrated. The 
resulting oil was triturated to give 39 mg of the title compound as a white solid. 
Ih NMR (CD3OD. 300MHz) (mixture of rotamers) (partial) 6 7.68-7.89 
5 (m, 4H), 7.42-7.54 (m, 4H), 6.90-7.08 (m. 3H), 5.32-5.47 (m, 1H), 4.68-4.77 (m, 
1H). 4.33-4.51 (m, 1H). 4.16-4.28 (m, 1H), 2.64 (d. 3H). 2.34 (d. 3H). 
MS (CI, NH3) 529 (MH+) 

Example 91 

(R)-3-Amino-N-{1-(1H-indol-3-ylmethyO-2-oxo-2-f4-(2-phenyl-ben2oimida2ol-1- 
10 yl>-piperidln-1 «yl]-ethyl)-3-methvl-butvramide hydrochloride 

A. (R)-2-AminQ -3-(1H-indol-3-ylVpropionic acid methyl ester 

To 9.65 g (30.3 mmol) of 4 A in 40 mL of ethanol was added 20 mL of 
concentrated HCI and the mixture was stirred at room temperature for 2.5 h. 
The mixture was concentrated and the residue was diluted with ethyl acetate. 
15 The mixture was washed twice with saturated aqueous sodium bicarbonate 
and once with brine, dried over MgS04 and concentrated to give 5.12 g of 91 A 
as a yellow oil. 

B. (R)-2-(3-tert-Butoxycarbonylamino-3-methyl-butyrylamino)-3-(1H- 
indol-3-vh-propionic acid 

20 According to General Procedure A, 2.01 g (9.2 mmol) of 91 A and 2.00 g 

(9.2 mmol) of 3-tert-Butoxycarbonylamino-3-methyl-butyric acid were coupled 
to give (R)-2-(3-tert-Butoxycarbonylamino-3-methyl-butyrylamino)-3-(1 H-indol- 
3-yl)-propionic acid methyl ester. The crude ester was hydrolyzed according to 
General Procedure D to give 3.53 g of 91 B as a white solid. 

25 C. (R)-f2-{2-ri H-lndol-3-yn-1 -r4-(2-phenyl-ben?oimrdazoM -vH- 

piperidine-1 -carbonyl]-ethylcarbamoyl}-1 .1 -dimethyl-ethyl)-carbamic acid tert- 
butyl ester 

According to General Procedure A, 350 mg (1,3 mmol) of 91 B and 510 
mg (1 .3 mmol) of SOD were coupled and the product was purified by silica gel 
30 chromatography using a gradient of 60% ethyl acetate in hexane to 100% ethyl 
acetate to give 180 mg of 91 C. 

D. rR^3-Amino-N-{1 H-indol-3-vlmethyn-2-oxo-2-f4-f2-phenyl- 
benzoimldazol-1 -yl)-piperidin-1 -yl]-ethyl)-3-methyl-butyramide hydrochloride 
To 100 mg (0.27 mmol) of 91 C in 3 mL of ethanol was added 2 mL of 
35 concentrated HCI and the mixture was stirred at room temperature for 2 h. The 
mixture was concentrated and precipitated from ethanol/hexane to give 125 
mg of the title compound as a white solid. 
MS (CI. NH3) 564 (MH+) 
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Example 92 

(RVPiperidine-4-carboxylic acid f2-f4-(3-methyl-2-oxo-2,3-dihydro- 
benzoimida2ol-1 -yl)-piperidin*1 -yll-l -naphthalen-2-ylmethyl-2-oxo-ethyl}- 

amide hydrochloride 
6 A- 4-(2-Oxo-2.3-dihydro-ben2oimida2ol-1-yl)-piperidine-1-carboxylic 

qcid tert-butyl estgr 

To a mixture of 1.00 g (4.6 mmol) of 4-(2-keto-1-ben2imidazolinyl)- 
piperidine and 1 .00 g (4.6 mmol) of 4-dimethylaminopyridlne In 20 mL of 
methylene chloride at O^'C was added 80 mL of di-tert-butyl dicarbonate in 80 
10 mL of methylene chloride drop\Arise over 30 min. The mixture was allowed to 
warm to room temperature and stirred overnight. The mixture was washed 
three times each with 10% HCI, saturated aqueous sodium bicarbonate and 
brine, dried over MgS04 and concentrated. The residue was purified by silica 
gel chromatography using an elution gradient of 50% ethyl acetate in hexane 
15 to 1 00% ethyl acetate to give 1 .1 6 g of 92 A. 

B. 4-f3-Methyt-2-oxo-2.3-dihydro-ben2oimidazol-1-yn-piperidine-1- 
carboxyllc acid tert-butyl ester 

To 390 mg (1.2 mmol) of 92A in 3 mL of DMF was added 47 mg (1.2 
mmol) of sodium hydride (60% dispersion in mineral oil), followed by 520 mg 
20 (3.7 mmol) of iodomethane and the mixture was stirred for 72 h at room 
temperature. The mixture was diluted with ethyl acetate and filtered. The 
filtrate was washed twice with brine and concentrated to give 400 mg of 92B. 

C. 1 -Methyl-3*piperidin-4-yl-1 .3-dihydro-benzoimida2ol-2-one 
hydrochloride 

25 To 400 mg (1 .2 mmol) of 92B in 6 mL of ethanol was added 3 mL of 

concentrated HCI and the mixture was stirred at room temperature for 1.5 h. 
The mixture was concentrated to give 330 mg of 92C as a white solid. 

D. (RV442-[4-(3-Methyl-2-oxo-2,3-dihydro-ben20imida20l-1-ylV 
piperidin-1-yl]-1-naphthalen-2-ylmethyl-2-oxo-ethylcarbamoyl}-piperidine-1- 

30 carboxvlic acid tert-butvl ester 

According to General Procedure A, 100 mg (0.37 mmol) of 92C and 

159 mg (0.37 mmol) of 80A were coupled and the product was purified by 

silica gel chromatography using an elution gradient of 100% ethyl acetate to 

4% methanol in ethyl acetate to give 1 20 mg of 92D. 
35 E. (R)-Piperidine-4-carboxvlic acid f2-r4-f3-methvl-2-oxo-2.3-dihvdro- 

benzoimidazol-1 -yl)-piperidin-1 -yll-l -naphthalen-2-ylmethyl-2-oxo-ethyl}* 

amide hydrochloride 
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To 120 mg (0.19 mmol) of 92D in 5 mL of ethanol was added 2 mL of 
concentrated HCI and the mixture was stirred at room temperature for 1 .5 h. 
The mixture was diluted with ethanol and concentrated, and the residue was 
crystallized from ethanol/hexane to give 45 mg of the title compound. 
5 NMR (CD3OD, 250MH2) (mixture of rotamers) (partial) 5 7.79-7.99 

(m, 4H), 7.43-7.78 (m, 3.5H), 7.30-7.39 (m, 0.5H), 7.01-7.19 (m, 3H), 5.26-5.39 
(m, 1H), 4.68-4.79 (m. 1H), 4.41-4.60 (m, 1H). 4.13-4.32 (m, 1H). 
MS (CI, NH3) 540 (MH+) 

Example 93 

10 (R)-2-f3-Naphthalen-2-yl-2-f(piperidine-4-carbQnyn-amino]-propionyll-2,3- 
dihydro-1H-lsoindole-5-carboxylic acid ethylamide hydrochloride 

A. 3.4-Dimethyl-benzoic acid ethyl ester 

A mixture of 10.00 g (66.6 mmol) of 3,4-dimethylben2oic acid and 3 mL 
of concentrated sulfuric acid in 200 mL of ethanol was heated at 50°C for 2 h. 
15 and 65''C for 6 h. The mixture was concentrated and the residue was diluted 
with ethyl acetate and washed twice each with brine, saturated aqueous 
sodium bicarbonate, and brine. The solution was dried over MgS04 and 
concentrated to give 12.0 g of 93 A. 

B. 3.4-Bis-bromomethyl-ben20ic acid ethyl ester 

20 A mixture of 12.0 g (67.3 mmol) of 93A, 26.10 g (146.6 mmol) of N- 

bromosuccinimide and 130 mg (0.79 mmol) of 2,2'-azobis(isobutyronitrile) in 
130 mL of carbon tetrachloride was heated at reflux for 17 h. After cooling to 
room temperature, the mixture was filtered and concentrated to give 22.0 g of 
938 as a yellow oil. 
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C 2.3>Dihydro-1H-isoindole-5-carboxylic acid ethyl ester 
To 22.0 g (65,4 mmol) of 93B in 150 mL of benzene was added a 
solution of 7.87 g (73.4 mmol) of benzylamine and 15.27 g (151 mmol) of 
triethylamine in 50 mL of benzene dropwise over 30min, and the mixture was 

5 then refluxed for 18 h. After standing at room temperature for 24 h, the mixture 
was filtered and the filtrate washed once each saturated aqueous sodium 
bicarbonate and water. The solution was dried over MgS04 and concentrated. 
The crude 2-Benzyl-2,3-dihydro-1H-isoindole-5-carboxyHc acid ethyl ester was 
dissolved in 100 mL of ethanol and 20 mL of water and 2.00 g of 10% 

10 palladium on carbon was added. The mixture was hydrogenated for 18 h at 45 
psi, filtered and concentrated and the residue was purified by silica gel 
chromatography using an elution gradient of 100% ethyl acetate to 10% 
diethylamine in ethyl acetate to give 220 mg of 93C. 

D. 2-(2-[(1-tert-Butoxycarbonyl-piperidine-4-carbonyl)'amino]'3- 

15 naphthalen-2-yl-propionyl}-2,3-dihydro-1 H-isoindole-5-carboxylic acid ethvl 

ester 

According to General Procedure A, 200 mg (1.05 mmol) of 93C and 
446 mg (1.05 mmol) of BOA were coupled to give 460 mg of 93D as a brown 
solid. 

20 E. (R)-2-{2-[(1-tert-Butoxycarbonyl-piperidin6-4-carbonylVaminoV3- 

naphthalen-2>yl-propionyl}-2.3-dihydro-1H-isoindole-5- 
carboxylic acid 

To 410 mg (0.68 mmol) of 93D in 50 mL of ethanol containing 1 .05 mL 
of 2N NaOH was stirred overnight at room temperature. The mixture was 
25 concentrated and the residue partitioned between chloroform and 10% HCI. 
The layers were separated and the aqueous portion was extracted twice with 
chloroform. The combined organics were concentrated to give 350 mg of 
93E. 

F. 4-[2-(5-Ethylcarbamoyl-1.3-dihydroHSoindol-2-ylV1-naphthalen-2- 
30 ylmethyl-2'Oxo-ethylcarbamoyl]-piperidine-1 -carboxylic acid tert-butyl ester 

According to General Procedure A, 350 mg (0.61 mmol) of 93E and 50 
mg (0.61 mmol) of ethylamine hydrochloride were coupled and the product 
was purified by silica gel chromatography using a gradient of 100% ethyl 
acetate to 4% methanol in ethyl acetate to give 40 mg of 93 F. 
35 G. fRV2-(3-NaDhthalen-2-yl-2-f(piperidine-4-carbonyiVamino1- 

propionyl)-2.3-dihydro-1 H-isoindole-5-carboxylic acid ethvlamide 
hydrochloride 
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To 40 mg (0.07 mmol) of 93 F in 5 mL of ethanol was added 2 mL of 
concentrated HCI, and the mixture was stirred at room temperature for 2 h. The 
mixture was concentrated and the residue crystallized from ethanol/hexane to 
give 16 mg of the title compound as a white solid. 
5 1h NMR {CD3OD, 250MHz) (mixture of rotamers) (partial) 5 8.63 (d, 

1H), 7,71-7.90 (m, 6H), 7.39-7.65 (m. 4H). 5.01-5.20 (m. 2H), 4.67-4.93 (q, 2H), 
4.48-4.59 (m, 1H). 
MS (CI, NH3) 499 (MH+) 

Example 94 

10 (R)-1 -Methyl-piperidine-4-carboxylic acid (1-naphthalen-2-ylmethyi-2-oxo-2-[4- 
f2-phenvl-benzoimidazol-1 -yl)-piperidt n-1 -yl]-ethyl Vamide hydrochloride 
A. (R)-1-Methyl-piperidine-4-carboxylic acid (1-naphthalen-2-ylmethyl- 
2-oxo-2-[4-(2-Dhenvl-benzoimidazol-1-ylVpiperidin-1-yl]-ethyl)-amide 
hydrochloride 

15 To 40 mg (0.06 mmol) of 82B In 4 mL of methanol was added 40 mL 

(0.64 mmol) of acetic acid. 0.16 mL (0.16 mmol) of 1M sodium 
cyanoborohydride in THF, 12 mL (0.15 mmol) of formaldehyde and 40 mg of 
3A molecular sieves and the mixture was stirred for 72 h at room temperature. 
The mixture was concentrated and the residue dissolved in ethyl acetate, 

20 washed twice with 2N NaOH and once with brine, dried over MgS04 and 

concentrated. The solid was recrystallized from ethanol/hexane to give 24 mg 
of the title compound. 

1h NMR (CD3OD, 250MHz) (mixture of rotamers) (partial) 5 7.81-7.98 
(m, 4H), 7.40-7.76 (m, 10H), 7.27-7.39 (m. 2H), 5.24-5.38 (m. 1H), 2.37 (s, 3H). 

25 MS (CI. NH3) 600 (MH+) 

Example 95 

(R^2-Amino-N-( 1 -benzyl-2-oxO'2-f4-(2-phenyl-benzoimidazol-1 -yl)-piperidin- 
1 -yll-ethylHsobutyramide hydrochloride 
A. (RV2-(2-tert-Butoxycarbonylamino-2-methyl-propionylamino)-3- 
30 phenyl-propionic acid 

To a mixture of 500 mg (3.03 mmol) of D-phenylalanine and 910 mg 
(3.03 mmol) of 33A in 10 mL of water and 40 mL of dioxane was added 1,26 
mL (9.08 mmol) of triethylamine and the mixture was stirred at room 
temperature for 30 min., and then heated at 30°C for 16 h. The mixture was 
35 diluted with chloroform and the aqueous portion acidified to pH 4 with acetic 
acid. The layers were separated and the organic phase was washed three 
times with brine, dried over MgS04 and concentrated to give 488 mg of 95A. 
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B. fR^-M-f1-Ben2yl-2-Qxo-2-f4-f2-Dhenyl-benzoimidazol-1-y n-piDeridin- 
1-yP-ethvlcarbamoyll-1 -methyl-ethyl Vcarbamic add tert-butyl ester 

According to General Procedure A, 76 mg (0.22 mmol) of 95A and 60 
mg (0.22 nrimoi) of SOD were coupled and the product was purified by silica gel 
5 chromatography (75:25 v/v ethyl acetate:hexanes) to give 120 mg of 95B. 

C. (R)-2-Amino-N-{ 1 -benzyl-2-oxo-2-T4-(2-phenyl-benzoimida2ol-1 -yH- 
pipftrlriin-1 -vn-ethvn-isobutvramide hydrochloride 

To 120 mg (0.20 mmol) of 95B in 5 mL of ethanol was added 5 mL of 
concentrated HCI and the mixture was stirred at room temperature for 40 min. 
10 The mixture was diluted with ethanol and concentrated and the residue was 
crystallized from methanol/hexanes to give 65 mg of the title compound as a 
white solid. 

1h NMR (CD3OD, 300MHz) (mixture of rotamers) (partial) 5 8.24 (d, 
0-5H), 7.64-7.90 (m, 8.5H), 7.21-7.43 (m. 5H). 5.17-5.27 (m, 0.33H). 5.02-5.09 
15 (m, 0.67H), 4.18-4.26 (m, 0.33H), 3.94-4.06 (m, 0.67H), 1.71 (s, 2H). 1.56 (s, 
3H). 1.48 (s. 1H). 
MS (CI, NH3) 510 (MH+) 
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CLAIMS 

1 . A compound of the formula: 



Z 
I 



5 




10 

wherein 

Z is -COCR''r2^LCOANR'*R^; 
L is NR^, O or CH2; 

W is hydrogen or in combination with X is a benzo fusion in which W and 

15 X are linlted to form a phenyl ring optionally substituted with one to three 

substituents independently selected from R^®, T-R^*^ and R^^: 

Y is hydrogen, Ci-Ce alkyi, C4-C10 cycloalkyi or aryl or phenyl, each 

optionally substituted with one to three substituents independentiy selected 
fromR^, R^^andR^^. 

20 X is 0R2, 

I Ft^ 9 
R^^M— N— Aryl . ''n — C 

r9 

25 
30 




or X in combination with W is a benzofusion in which W and X are linked to 
form a phenyl ring optionally substituted with one to three substituents 
35 independently selected from R^^. -T-R^^ and r''^; 

r"* is C1-C10 alkyl. aryl, aryl (Ci-Ce alkyI) and C3-C7 cycloalkyi (Ci-Ce 
alkyI) or C1-C5 alkyl-K-Ci-Cs alkyl, aryl (C0-C5 alkyl)-K-(Ci-C5 alkyl), 
(C3-C7) cycloalkyl(Ci-C5alkyl)-K-(Ci-C5 alkyl) where K is O. S(0)m. 
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N(r2)C(0), C(0)N(r2), 0C(0), C(0)0. -Cr2=Cr2- or -C^- where the aryl 
groups are defined below and R^ and the alkyi groups may be further 
substituted by 1-5 halogens. S(0)mR^^. 1 to 3 of OR^a or C(0)0r2^ and the 
aryl groups may be further substituted independently by phenyl, phenoxy, 
5 arylalkyloxy, halophenyl, 1 to 3 of Ci-Ce alkyi, 1 to 3 of halogen, 1 to 2 of OR^, 
methylenedioxy. S(0)mR^, 1 to 2 of CF3, OCF3, nitro, N(r2)(r2), 
N(r2)C(0)(r2). C(0)0r2 C(0)N(r2)(r2), S02N(r2)(r2), N(r2)S02 aryl or 
N(r2)S02R^; 

R^*^ Is hydrogen, Ci-Ce alkyi, C3-C7 cycloalkyi, and may be joined with 
10 r1 to form a C3-C8 ring optionally including oxygen, sulfur or NR^ : 
R^ is hydrogen, Ci-Ce alkyi, C3-C7 cycloalkyi; 
R^^ is hydrogen or Ci-Ce alkyi; 

R2b is hydrogen Ci-Ce alkyi, Ci-Ce halogenated alkyi. C3-Ce 
cycloalkyi. alkylaryi or aryl; 
15 R3a Is H, F. CI. Br. I, CH3, OCH3 or CF3; 

Rl2 is H, F, CI, Br. i, CH3. OCH3 or CF3; 

T is a bond or is phenyl or a 5 or 6-membered heterocycle containing 1- 
3 hetero atoms selected independently from nitrogen, sulfur or oxygen, each 
optionally substituted independently with one to three substituents selected 
20 from F, CI. Br, I, CH3, OCH3, OCF3 and CF3; 

R3b is hydrogen, CONR8r9. S02NR8r9, cOOH, COO(Ci-C6)alkyl, 
NR2s02R9. NR2C0NR8r9. NR2S02NR8r9. NR2C(0)R9. imidazolyl, thiazolyl 
or tetrazolyt; 

r"* and R^ are independently hydrogen, Ci-Ce alkyi, substituted Ci-Ce 
25 alkyi where the substituents independently may be 1 to 5 halo, 1 to 3 hydroxy, 
1 to 3 C1-C10 alkanoyloxy, 1 to 3 Ci-Ce alkoxy, phenyl, phenoxy, 2-furyl, Ci- 
Ce alkoxycarbonyl, S(0)m(Ci-C6 alkyi); or R^ and R^ can be taken together to 
form -(CH2)rLa(CH2)s- where La is C(R2)2, S(0)m or N(r2). r and s are 
independently 1 to 3 and R^ is as defined above; 
30 R^ is hydrogen or Ci -Ce alkyi, and may be joined with r2c to fomi a C3- 

Ce ring; 

r50 is 4-morpholino, 4-(1-methylpiperazinyl), C3-C7 cycloalkyi or Ci- 
Ce alkyi each optionally substituted with one to three substituents individually 
selected from F, OH, OCH3, OCF3. CFsand C3-C7 cycloalkyi; 
35 Mis -C{0)- or -SO2-; 

a1 is a bond, Ci-Ce alkylene, Ci-Ce haloalkylenyl or Ci-Ce 

hydroxyalkylenyl; 

A is a bond or is 
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— Z^-(CH2)— C-(CH2)y 



where x and y are independently 0-3; 
Z"" is N-r2 or O; or is a bond; 

and R^^ are independently hydrogen, Ci-C6 alkyl. trifluoromethyl, 
phenyl, substituted Ci-C6 alkyl where the substituents are imidazoiyl. phenyl, 
10 indolyl, p-hydroxyphenyl, OR^. S(0)mR^, C(0)0r2, C3-C7 cydoaikyi, 

N(r2)(r2), C(0)N(r2)(r2); or R^ and R^^ can independently be joined to one 
or both of r4 and r5 groups to form alkylene bridges between the terminal 
nitrogen and the alkyl portion of the R^ and R^^ groups, wherein the bridge 
contains 1 to 5 carbon atoms; or R^ and R^a may be joined to form a 3- to 7- 
15 membered ring. 

r9 is hydrogen, Ci-Ce alkyl, phenyl, thiazolyl. imidazolyl, furyl orthienyl 
each optionally substituted with one to three substituents selected from CI, F, 
CH3. OCH3, OCF3 and CF3; 

r8 is hydrogen, Ci-Ce alkyl, substituted C1-C6 alkyl where the 
20 substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 alkanoyloxy, 1 to 
3 C1-C6 alkoxy, phenyl, phenoxy, Ci-Cs alkoxycarbonyl, S(0)m(Ci-C6 alkyl); 
or r8 and r9 can be taken together to form -(CH2)rLa(CH2)s- where La is 
C(R2)2, O, S(0)m or N(r2), r and s are independently 1 to 3. 

f1 , B, D and E are carbon, nitrogen, one of which Is joined to A** and 
25 each of the remaining of F^ , B, D and E may be optionally substituted with R^a 
, Rbb; or f1 , B, D and E, if not joined to may also be sulfur, oxygen or 
carbonyl; F^, B, D and E may form a saturated or unsaturated ring; and one of 
F^ , B, D or E may be optionally missing to afford a saturated or unsaturated 
five-membered ring; 

30 RS^ is H, Ci-Cs alkyl optionally substituted with one to three halogens; 

or phenyl optionally substituted with one to three substituents independently 

selected from halogen, CH3, OCH3, OCF3, CF3 and Ci-Ce alkyl aryl; 

Rbb is C1-C8 alkyl, Ci-Cs alkoxy, C1-C8 thioalkyi, each optionally 

substituted with one to three substituents independently selected from halogen, 
35 CH3, OCH3. OCF3, CF3; C3-C8 cycloalkyi; phenyl optionally substituted with 

one to three substituents independently selected from halo. CH3, OCH3, OCF3 

or CF3; -O-C1-C8 alkyl; or -S-Ci -Cs alkyl. 
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G, H'l , I and J are carbon, nitrogen, sulfur or oxygen atoms which form 
an aromatic ring, a partially saturated ring or a saturated ring; one of G, . I or 
J may be optionally missing to afford a frve-membered ring; 

aryl is phenyl, naphthyl or a 5- or 6- membered ring with 1 to 3 
5 heteroatoms independently selected from oxygen, sulfur and nitrogen; or a 
bfcyclic ring system consisting of a 5 or 6 membered heterocyclic ring with 1 to 
3 heteroatoms independently selected from nitrogen, sulfur or oxygen, fused to 
a phenyl ring, each aryl ring being optionally and independently substituted 
with up to three substituents selected from R^Q, R^*^ and R''^; 
10 misOto2; 

n is 0 to 2; 

q is 0 to 3; 

and pharmaceuticaliy acceptable salts and individual diastereomers 
thereof. 

15 2. A compound of claim 1 wherein 

Z is -COCR1r2cnHCOANR4r5 

A is -CR7R7a(CH2)Y; Y Is 0 to 3; 
and r2c is H or CH3; 

R7isCi-C3alkyl; 
20 R^^ is H or Ci -C3 alkyi; 

R^ is hydrogen or C1-C3 alkyI; or R* and R^ are combined to form an 
alkylene bridge; 

r5 Is hydrogen or C1-C3 alky! optionally substituted with one or two 
hydroxyl groups. 
25 3. A compound of claim 2 wherein 

rI is selected from the group consisting of 1-indolyl-CH2-; 2-indolyl- 
CH2-; 3-indolyl-CH2-; 1-naphthyl-CH2-; 2-naphthyl-CH2-; 1-benzimidazolyl- 
CH2-; 2-benzimidazolyl-CH2-; phenyl-Ci-C4 alky!-; 2-, 3- or 4-pyridyI-Ci-C4 
alkyI; thienyl-Ci-C4 alkyI; phenyl-(CH2)n-0-CH2- where n is zero to three; 
30 phenyl-CH20-phenyl-CH2-; and 3-benzothienyl-CH2-; or any of the above 
groups substituted in the aryl portion with one to three F, CI, CH3, OCH3. OCF3 
or CF3 substituents. 

4. A compound of claim 3 wherein r2c is hydrogen; R^ and R^^ are 
methyl and R^^ and r5 are hydrogen and R^ is C6H5CH2-O-CH2-, 1-napththyl- 
35 CH2-, 2-naphthyl-CH2-, phenylpropyl or, 
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H 




5 

and the aryl portion of is optionally substituted with fluorine, CH3 or CF3. 
5. A compound of claim 3 which is of the formula 



Z 



15 




wherein n is zero or one; m is one or two; 

R3a is H, F, CI, Br, I, CH3, OCH3 or CF3; 
20 R12 is H, F. CI, Br, I, CH3, OCH3 or CF3; 

T is a bond or is an aryl group selected from phenyl, pyridyl, pyrimidyl, 
thienyl. pyrrolyl, pyrazolyl, oxazolyl, isoxazolyl, imidazolyl, thiazolyl and 
tetrazolyl; each optionally substituted with one to three F, CH3, CI, 0R8, OCH3, 
OCF3 or CF3: 

25 R3b is hydrogen. CONR8r9. S02NR8r9, COOH. COO(Ci-C6)alkyl, 

NHS02R9, NHC(0)NR8r9 NHS02NR8r9. NHC(0)R9. NR8r9, inrMdazolyl. 

thiazolyl or tetrazolyl; 

r9 is hydrogen, C1-C6 alkyi, phenyl, thiazolyl, imidazolyl, furyl or thienyl 
each optionally substituted with one to three substituents selected from CI, F, 
30 CH3, OCH3, OCF3 and CF3; 

r8 is hydrogen, Ci-Ce all<yl, C3-C7 cycloalkyl, substituted C1-C6 alky! 
where the substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 
alkanoyloxy, 1 to 3 Ci-Ce alkoxy, phenyl, phenoxy, Ci-Ce alkoxycarbonyl, or 
S(0)2(Ci-C6 alkyI): or r8 and r9 can be taken together to form 
35 -(CH2)rLa(CH2)s- where La is C(R2)2, 0x0, S{0)2 or N(r2), and r and s are 
independentiy 1 to 3. 

6. A compound of claim 5 wherein: 

m is one; 
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r12 is hydrogen; 

is hydrogen, F or CI; 
T is phenyl, thienyl, thiazolyl, oxazolyl, isoxazolyl or pyrazolyl, each 
optionally substituted with one to three of substituents, selected from F, OH, 
5 OCH3, OCF3, CF3 and CH3; and 

R3b is hydrogen. C(0)NR8r9. nHC(0)NR8r9, NHS(0)2R9, or 

NHC(0)R9. 

7. A compound of claim 5 wherein: 
m is one; and 

10 T is a bond. 

8. A compound of claim 7 wherein 
n is one; 

r3^ and R^^ are hydrogen. 

R3b is CONR8r9, S02NR8r9. CCX)H, COO(Ci -C6)alkyl. NHSOaR^, 
15 NHS02NR8r9 NHC(0)NR8r9, NHC(0)R9, NR8r9 or 0R8; 

r9 is hydrogen, phenyl, or thienyl optionally substituted with one to three 
substituents selected from F, CH3, OCH3, OCF3 and CF3; or r9 is C1-C6 alkyi 
optionally substituted with one to three substituents selected from F, OH, 
OCH3, OCF3 and CF3; or r8; and 
20 r8 is hydrogen, Ci-Ce alkyI, optionally substituted Ci-Cs alkyI or C3- 

C7 cycloalkyi where the substituents may be 1 to 5 halo or 1 to 3 hydroxy; or r8 
and r9 can be taken together to form -(CH2)rLa(CH2)s- wherein La is C(R2)2, 
O, s(0)m or N(r2) where r and s are independently 1 to 3. 

9. A compound of claim 7 wherein 
25 n is zero; 

m Is one; 

r3^ is hydrogen; 

r12 is hydrogen; 

R3b is CONR8r9, NHC(0)NR8r9, NHS(0)2R9, S02NR8r9, 

30 NHS02NR8r9, NHC0R9 or 0R8; 

r9 is phenyl, or thienyl optionally substituted with one to three 
substituents selected from F, CH3, OCH3, OCF3 and CF3; or r9 is Ci-Ce alkyI 
optionally substituted with one to three substituents selected from F, OH, 
OCH3, OCF3 and CF3; and 

35 r8 is hydrogen, Ci-Ce alkyl. or C3-C7 cycloalkyi each optionally 

substituted with 1 to 5 halo or 1 to 3 hydroxy; or r8 and r9 can be taken 
together to form -(CH2)nLa(CH2)s- wherein La is C(R2)2. O, s(0)m or N(r2) 
where r and s are independently 1 to 3. 
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lo. A compound of claim 3 wherein: 
n is one; 
m is one; 
W is hydrogen; 
5 Y is hydrogen or methyl; 

I 

j^.g r50 — M N Aryj . 

M is -C(0)- ; 

r50 13 4-morpholjno, 4-(1-methylpiperazinyl), C3-C7 cycloalkyi or Ci- 
10 Cq alkyl each optionally substituted with one to three substltuents individually 
selected from F, OH. OCH3, OCF3 and CF3; and 

Aryl is phenyl, pyridyl, thienyl, pyrimidyl or thiazolyl, each optionally 
substituted with one to three substituents individually selected from F, CI, CH3, 
OCH3, OCF3 and CF3. 
15 11. A compound of claim 3 wherein: 

n and m are one; 

Y is phenyl, pyridyl, pyrimidyl, thienyl, or thiazolyl, each optionally 
substituted with one to three substituents independently selected from F, CI, 
CH3, OCH3, OCF3 and CF3; 
20 X is -C(0)-NR8r9; 

R9 is hydrogen, Ci-Ce alkyl, phenyl, thiazolyl, imidazolyl, furyl or thienyl 
each optionally substituted with one to three substituents selected from CI, F, 
CH3. OCH3, OCF3 and CF3; and 

r8 is hydrogen, C1-C6 alkyl, substituted C1-C6 alkyl where the 
25 substituents may be 1 to 5 halo, 1 to 3 hydroxy, 1 to 3 C1-C10 alkanoyloxy, 1 to 
3 C1-C6 alkoxy, phenyl, phenoxy, C1-C6 alkoxycarbonyl, S(0)m(Ci-C6 alkyl); 
or r8 and r9 can be taken together to form -(CH2)rLa(CH2)s- where La is 
C{R2)2, 0x0, S(0)m or N(R^), and r and s are independently 1 to 3. 

12. A compound of daim 3 wherein Y is hydrogen and X is: 




wherein n and m are one and is a bond. 
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13. A compound of claim 12 wherein X is 






wherein R3a |q hydrogen, F, CI, CH3, OCH3, OCF3 or CF3; 

r12 is hydrogen, F, CI, CH3, OCH3, OCF3 or CF3; 

Raa is hydrogen, Ci-Ca alkyi optionally substituted with one to three 
20 halogens; or phenyl optionally substituted with one to three substituents 
Independently selected from halogen, CH3. OCH3. OCF3, CF3 and Ci-Cs 
alkyI aryl; and 

Rbb is hydrogen, Ci-Cs alkyl, optionally substituted with one to three 
substituents independently selected from halogen, CH3, OCH3, OCF3, CF3; 
25 C3-C8 cycloalkyi; phenyl optionally substituted with one to three substituents 
Independently selected from halo, CH3, OCH3, OCF3 or CF3; -O-Ci-Cs alkyl; 
or -S-C1-C8 alkyl. 

14. A compound of claim 13 wherein 
G, h1 , 1 and J are carbon. 
30 15. A compound of claim 13 wherein 



G is nitrogen; and 
, I and J are carbon. 

16. A compound of claim 
H*' Is nitrogen; and 

G, I and J are carbon. 

17. A compound of claim 
I is nitrogen; and 

G. H"! and J are carbon. 



13 wherein 



13 wherein 
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18. A compound of claim 13 wherein 
J nitrogen; and 

G, h1 and I are carbon. 

19. A compound of claim 3 wherein Z is 



CHg 



T 

—CO NHCO-C NH2 

I 

CH3 

20. A compound of claim 3 wherein Z is 




20 wherein each n is independently zero or one. 

21 . A compound of claim 19 wherein R*! is 



25 




22. A compound of claim 20 wherein R1 is 



30 



35 




23. A compound of claim 19 wherein R"! is -CH2OCH2C6H5, 
-CH2CH2CH2C6H5. 1-naphthyl-CH2-. or 2-naphthyl-CH2-. 
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5 




10 



26. 



A compound of ciaim 25 wherein n is one. 



27. A compound of claim 25 wherein n is zero. 

28. A compound of claim 5 selected from the group consisting of: 
(R)-2-Amino-N-{2-{1H-indol-3-yl)-1-[6-(toluene-4-sulfonylamino)-3,4- 

djhydro-1H-isoquinoline-2-carbonyll-ethyl}-isobutyramide hydrochloride; 



propionyl]-1 ,2,3,4-tetrahydro-isoquinoline-6-carboxylic acid ethylamide 
hydrochloride; 

(R)-2-[2-(2-Amino-2-methyl-propionylamino)-3-(1H-indol-3-yl)- 
propionytj-l ,2,3,4-tetrahydro-lsoqulnoline-6-carboxylic acid phenylamlde 
20 hydrochloride; 

(R)-2-Amino-N-(2-(1H-indol-3-yl)-1-{6-[2-(3-methyl-ureido)-phenyl]-3,4- 
dihydro-1 H-isoquinoline-2-carbonyl}-ethyl)-isobutyramlde hydrochloride; 

(R)-2-Amino-N-{2-(1H-indol-3-yl)-1-[7-(toluene-4-sulfonylamino)-3,4- 
dihydro-1H-isoquinoline-2-carbonyl]-ethyl}-isobutyramide; 
25 (R)-N-{2-[2-(2-Amino-2-methyl-proplonylamino)-3-(1H-indol-3-yl)- 
propionyl]-1.2,3,4-tetrahydro-isoquinolin-7-yl}-ben2amide; 

(R)-2-Amlno-N-{1-benzyloxymethyl-2-oxo-2-[7-(toluene-4- 
sulfonylamino)-3,4-dihydro-1H-lsoquinolin-2-yl]-ethyl}-isobutyramide 
hydrochloride; and 

30 (R)-Piperidine-4-carboxylic acid {1-naphthaIen-2-ylmethyl-2-oxo-2-I5- 

(toluene-4-sulfonylamino)-1,3-dihydro-isoindol-2-yl]-ethyl}-amide 
hydrochloride. 

29. A compound of claim 1 0 which is 

2-Amino-N-{1-(R)-ben2yloxymethyl-2-oxo-2-I4-(phenyl-propionyl- 
35 amino)-piperidin-1-yl]-ethyl}-isobutyramide hydrochloride or 

(R)-N-[1-[4-(Acetyl-phenyl-amino)-piperidine-1-carbonyl]-2-(1H-indol-3- 
yl)-ethyl]-2"amino-isobutyramide 

30. A compound of claim 1 1 selected from the group consisting of: 



15 



(R)-2-[2-{2-Amino-2-methyl-propionylamino)-3-(1H-lndol-3-yl)- 
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(R)-2-Amino-N-{1-(1H-indol-3-ylmethyl)-2-[4-(morpholine-4-carbonyl)-4- 
phenyl-piperidin-1 -yl]-2-oxo-ethyl)-isobutyramide hydrochloride; 

2-Amino-N-{1-(R)-benzyloxymethyl-2-[4-(morphollne-4-carbonyl)-4- 
phenyl-piperidin-1-yl]-2-oxo-ethyl}-isobutyramide; 
5 (R)-2-Amino-N-{1-(1H-indol-3-ylmethyl)-2-oxo-2-[4-phenyl-4- 

(pyrrolidine-1 -carbonyl)-plperidin-1 -yl]-ethyl}-isobutyramlde hydrochloride; and 

(R)-1 -[2-(2-Amino-2-methyl-proplonylamino)-3-{1 H-indol-3-yl)- 
propionyl]-4-phenyl-piperidine-4-carboxylic acid (4-hydroxy-butyl)-amide 
hydrochloride. 

10 31 , A compound of claim 12 selected from the group consisting of: 

2-Amino-N-{1-(R)-benzyloxymethyl-2-oxo-2-[4-{2-oxo-2,3-dihydro- 
benzoimldazol-1 -yl)-piperidin-1 -yl]-ethyl}-lsobutyramide hydrochloride; 

2-Amino-N-{1 -(R)-(1 H-indol-3-ylmethyl)-2-oxo-2-t4-(2-oxo-2,3-dihydro- 
benzoimidazol-1 -yO-piperidin-l -y!]-ethyI}-isobutyramide; 
15 (R)-2-Amino-N-{1-(1H-indol-3-ylmethyl)-2-[4-(1HHndol-3-yl)-pipe^^^^ 
yl]-2-oxo-ethyl}-lsobutyramide hydrochloride; 

(R)-2-Amlno-N-{1 -(1 H-indol-3-ylmethyl)-2-[4-(2-methyl-ben2oimidazoM - 
yl)-piperidin-1 -yl]-2-oxo-ethyl}-isobutyramide hydrochloride; 

(R)"2-Amino-N-{1-(1 H-indol-3-ylmethyl)-2-oxo-2-I4-{2-phenyl- 
20 benzoimidazol-1-yl)-piperidin-1-yl]-ethyl}-isobutyramide hydrochloride; 

(R)-2-Amino-N-[2-I4-(6-fluoro-ben20[d]isoxazol-3-yl)-piperidin-1-ylJ-l- 
(1 H-!ndol-3-ylmethyl)-2-oxo-ethyl]-isobutyramide hydrochloride; 

(R)-2-Amino-N-{1 -(1 H-indol-3-ylmethyl)-2-oxo-2-[4-(2-oxo-1 ,2-dihydro- 
imidazo(4,5-b]pyridin-3-yl)-piperidin-1-yl]-ethylHsobutyramlde hydrochloride; 
25 (R)-2-Amino-N-[2-[4-(5-chloro-2-oxo-2.3-dihydro-ben2oimidazoM-yl)- 
piperidin-1 -yl]-1 -(1 H-indol-3-ylmethyl)-2-oxo-ethyl]-isobutyramide; 

(R)-2-Amino-N-{1-benzo[b]thiophen-3-ylmethyl-2-oxo-2-[4-(2-oxo-2,3- 
dihydro-benzoimidazol-1-yl)-piperidin-1-yl]-ethyl)-isobutyramide hydrochloride; 
2-Amino-N-{1-(5-fluoro-1H-indol-3-ylmethyl)-2-oxo-2-[4.(2-oxo-2.3- 
30 dihydro-benzoimidazol-l -yl)-piperidin-1-yl]-ethyl}-isobutyramide hydrochloride; 
2-Amino-N-{1 -(1 -methyl-1 H-indol-3-ylmethy!)-2-oxo-2-[4-{2-oxo-2,3- 
dihydro-benzoimidazoM -yl)-piperidin-1 -yl]-ethyl}-isobutyramide hydrochloride; 

(R)-Piperidine-4-carboxylic acid {1-naphthalen-2-ylmethyl-2-oxo-2-[4-(2- 
phenyl-benzoimidazol-1 -yl)-piperidin-1-yl]-ethyl}-amide hydrochloride; 
35 (R)-3-Amino-N-{1 -(1 H-indol-3-ylmethyl)-2-oxo-2-[4-(2-phenyl- 

benzoimida2ol-1-yl)-piperidin-1-yl]-ethyl}-3-methyl-butyramide hydrochloride; 
and 
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(R)-Piperidine-4-carboxylic acid {2-[4-(3-methyl-2-oxo-2,3-dihydro- 
ben2oimidazol-1-yl)-piperidin-1-yl]-1-naphthalen-2-ylmethyl-2K)xo-e^^^^ 
amide hydrochloride, 

32. The compound of claim 1 1 which is 

5 2-Amino-N-{1-(R)-ben2yloxymethyl-2-[4-(morpholine-4-carbonyl)-4- 
phenyl-piperidin-1-yl]-2-oxo-ethyl}-isobutyramide. 

33. A method for increasing levels of endogenous growth hormone in 
a human or an animal which comprises administering to such human or animal 
an effective amount of a compound of Claim 1 . 

10 34. A composition useful for increasing the endogenous production 

or release of growth hormone in a human or an animal which comprises an 
inert carrier and an effective amount of a compound of Claim 1 . 

35- A composition useful for increasing the endogenous production 
or release of growth hormone in a human or an animal which comprises an 

15 effective amount of a compound of Claim 1 and a growth hormone 

secretagogues selected from GHRP-6, Hexarelln, GHRP-1, growth homione 
releasing factor (GRF). IGF-1 or IGF-2, or B-HT920. 

36. A method of treating or preventing osteoporosis which comprises 
administering to a mammal in need of such treatment or prevention an amount 

20 of a compound of claim 1 which is effective in treating or preventing 
osteoporosis. 

37. A method for treating or preventing diseases or conditions which 
may be treated or prevented by growth hormone which comprises 
administering to a mammal in need of such treatment or prevention an amount 

25 of a compound of claim 1 which is effective in promoting release of said growth 
hormone. 

38. A method for the treatment of osteoporosis which comprises 
administering to a patient with osteoporosis a combination of a 
bisphosphonate compound such as alendronate, and a compound of Claim 1 . 
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